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(57) Abstract 

Peroxisome proliferator-activated 
receptor controllers containing as the active 

ingredient compounds represented by general ^ 

formula (I), nontoxic salts thereof, acid G E 
addition salts thereof or hydrates of the same. 
In said formula, each symbol has the meaning 
as defined in the description. Because of the 

activity of controlling a peroxisome proliferator-activated receptor, the compounds of general formula (I) are useful as hypoglycemic agents, 
lipid-Iowering agents, and preventives and/or remedies for diseases caused by metabolic errors, such as diabetes, obesity, syndrome X, 
hypercholesterolemia and hyperlipoproteinemia, hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, hyperphagia, ischemic 
heart diseases, etc. 
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Sg^^U ftT (J. Steroid Biochem. Molec. Biol., 51, 157 (1994) ; Gene 
Expression, 4, 281 (1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. 
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5637-5670 (1997) &£lF Cell, 83, 803-812 (1995)#J!B) . £ tl%t£®.itr~ 
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20 (HDL) nl/^fn-Jl/lM, *Lt\ ffi:3&ffiV*"®6 (LDL) a> 
^xn-;b^>@ig:^V* 0 ®e (VLDL) a^fo-JW $<b£{iH;$r 
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i m<o^m&=f-it -so i tz (a - s o 2 -aw* & $ *l* &k * o tt 

= (C2-8m-l/>) -m (2f"K C2~8 7;^-i/>^i 

tio^s^ii- s o -ifcsfci* -so 2 -3t*»?>aiw £ ti&miz x^xm # 

10 *x.f>*itv»4 e ) fc^bU R^^COORS-iStSbU Cycl»# 

s&fas fctt-wi&»o&*iR*£toi-'fb£-i». -f&fc^-ft* (i-f) 




15 (S^ A5f± = (C1~87)KV» -I (1^ Cl~87;^ 

v >m<D i io^t^ii- s o -m, ztza-so 2 -a?** fLs&K: 

«fc-oTffi£&x.<b*LTv>,2> 0 ) , ifctt 

= (C2~87^-^>) -g£ (&<K 1 

l@<^iiJ§C^i±- S O Tttt - S O 2 $ *L*&fc «t o Tl g 

m2ti&*&m<t&vnt> -ft* (i-e) ^^^^^^tf a 4^41^ 
fltriBK-f kR(& «± t * »k ks*a/i/*^>k$k K-fki" & 

25 t-yf^7;i/3-^) <K l^ftoBS^J (SStffcfc*. M3vm&i-}> 
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30 <£>##T\ -78-0 roaK-cfios & i K X 

10 (g) (I) ■C^?*L*2|c|SW'fb-g''»0-9*>H 

Art* ===== — (Cl-8 7MI/» (364", 

l«O0t*limi-S-2£, -SO-S, -S0 2 -S, -0-I^:-NR6 
= — C2-8 

15 fla^jstass^ti- s - so-s, - so 2 -i, -o-&z?zit 

^COOHitgbU Cyc ljR3ft*fi&#Pi ^{i-gB^a^^^^i-'fk 

(I-G) 




(5**, A 6 14 == (C -3f (3£t>, C 1-8 7;^ 

>>»<OHlOflt*lSW-S-^ -S0-«, -S0 2 -i, -0-2£4fc 

= — (C2~8 7^-l/>) -£ C2~8 7;^-l/>S©l 
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fflwRiJl^ii-s-s, -so-*, - S o 2 -&> -o-&itzi± 
mvu^itiftBt mcMmzMfr-to ) -cm2n&*5&9Ht&yBi*. — ft* 

(I-E) t&Ztl&il&tot fctt— ft* (I-F) -e^StL&lfc^S:, 

(h) -ft* (I) X7F%Kh*5kWit&®<D>>*>, R25ft»i H— r 
-5--f^*t?*^^t/> -t£*>*>, -ft* (I-H) 

10 
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5 -UBift (n) ^$^Mb^{i<&&<b#%r£>&rt\ 

MBB 60-142936 -S§-J3 X WBH 3 ? 3-261752 -^WjttltffBao^i fi^^ <b fcig 

01*. if, — (n) •c^$*t-5-ffc^j±, jeiTosjBxgs:is6»ib®sxg 
io (iv) , (vn) & (vui) t^s *L*-fb#»tt, ^fttfb-£r^-c& 

(X) -e^F^tt^^tl^, &AlO*fe*7tJ±JSLTORJCi>XeS:8 K 
J: oT3*3 J: D»3&-f 
15 *RlEXe3!C + 0>&SHiJeJlTO*flcSr^*»L, -f-OteOlB-^JiltrlBtlBID* 

E2-2|ifli|g$fL7t-SHa6, -0H1, *fctt-NHR6£fc^fc>U 
pti 1 ~6 fclEfcU qttO-5*S*>*f**, p + q tt 6 JUJlTt?* *9 . 
J Mi-S-S, -0-*, Sfctt-NR6-*fciEfrU 
20 J2fi-S-^ -SO-S, -S0 2 -^ -0-3fe, 2*:fi-NR6-^£ 

R9fcfc-SH3k -OHS, ifcli-NHR 6 ^£gfc>U 
A 1-2 tie 1~77;^U>S, SfcttC 2~7T^^-U>3!fta*>U, 
25 r(4 0~3£^fc>U s fi 1 -3 fc^fc-*-**, r + s ii 3 j^T-e&&o 

— (n-4) (II— 4 — 1 ) Kj3V>T, (CH 2 ) i.e^i^Al-i 

K X o xmt> £ ft* &*#©'£thi 7 -5 o 
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— jRS: (n-6) atv (11-4-1) fc*3t»T, (ch 2 ) r > (ch 2 ) s & 

TMSN 3 (± V 'J^fJVv'J frTV Kfc^bU EDC-HClttl -j^f-ju- 
5 E t 3 Nf± f 'jxf^T 5 ^^ifcL,HOB t tt 1 - Kn+y^>>/ hV7 
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E H 

^TS ^ 

55 ^ 



m 

'H 

4*J 
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I* 



m so 

^ a w K 



_ — — ^ 

W K ^ ^ ^ ^ 
£g y ^ ^ 



to 

H 



^ «• 2 S 2 W <P 
^ ^ t ^ 

SHBHH | ^ 

g& & -H *t/ 

I 11 1 1 -W 11$ 
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H 




X 

I 

I 
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i— 1 
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HBsS (m) , (V) , -«5$ (vi) , (ix) , (xi) , 

— tt* (xn) , — jrs: (xm) , — (xiv) jsj:^-^ (iv- 1) -t?tf£ 

T * fiMJBET iziilf v V # Yfr £ ^ Bft-v 7* >> ? A v» 

— hVxf^75 ^f-^75>, y^W?!', v^n^>^-;lx 

25 7v;i/j$j&> vW>K£, >6fe£» 
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— ( i ) "em$n&*&9Mt&bii t p p a R&mim&m&iti"r & z 

P P AR a T=f-* FflHkfe itfP P AR 7 T=f-^ 
MS 

f5^'/*t-tf (TK) ynt-^-J£T0^5/7 19 -■ tfftfS^S&gi 
s<7 ? — £ Lt, PicaGene Basic Vector 2 # * n ^ No. 

309-04821) *f>A">7a7- tftiiiitfc^ 1 £ 12J «3 £B U TK^Dt-^-it 
OpTKjS (^n>f7?tt, # ? O ^ No. 6179-1) 3&» P>£»3?ft/> 0*7*0 ^e — 
15 ?-ffittl:LTTK7'n^-^ (-105/+51) XETOA'*>7jt ^ -4fjftfe 

ak**¥B^*SGa L 4§eoifc#E^J, U A S Sr 4 EH OiEL/cxWN 
EyOSrJf XL, 4 x U A S -T K- L u c . *«I6U Hi<-*-atfg 
T-t Ltzo £lT*cfflv»fcjc>/N>-9--E9!| (BBfl|#-*§-l) *jjrf 0 

20 

@2?iJ#-tl : Ga 1 4£SJfc#E^J*ii9&LfciWN>^--E?!| 
5'-T(CGACGGAGTACTGTCCTCCG)x4 AGCT-3' 

m®G a 1 4Se^DNAili^*0*^# + i/;u*«*c«rt$iSflcii > p 
25 PAR a £fc*±7 K*S^J**Bt£-3Hi:;fc*> 7SfMS«: 

f^itt*^* * -SrJSlTO X ? KffoSLfco PicaGene Basic Vector 2 

(fgp a n£, >**±, * * n ^ No. 309-04821) * - t Lt 
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G a 1 4«6«>DNA*fr&«*, 1#B*»C 1 4 7#B *-C©7 3 yBfeEyj 
DNATatJ-t h P P AR a ifcliy$«#©'J 2T> KiH^SS* 
5 3 - K D NA^7 V — A * s -&-9 <fc -9 KBi^- L T , PicaGene Basic Vector 2 

SS*««rt < , thPPARaifcliy U Kfe-giSi* 

<DT$ SV40 T-antigen &&<DmWft v^.>K AlaProLys 

LysLysArgLysVa lGly (S£^J#-^ 2 ) £E L , —2k * ** 

^^jOHfco^w^^f-^-^^tf h — 7\ TyrProTyrAspVa 1 
ProAspTyrAl a ) fcaiW?lk3 K^fcUBKE-*-* «£ ? 

£DNAgfi£!]£ LtZo 

thPPARaSfcli7 SS^O V K*S^*fc LTJB W^gilfS?- 
15 £K:£H±, R. Mukherjee (J. Steroid Biochem. Molec. Biol., 51, 157 (1994)#M) , 
M. E. Green h (Gene Expression, 4, 281 (1995)#fl3) s A. Elbrecht ^ (Biochem 
Biophys. Res. Commun., 224, 431 (1996) 3 tiz it A Schmidt h (Mol. 
Endocrinology, 6., 1634 (1992)#B3) Kf3ffc£ tit: £ b P P A R^##<7)SitJt^d 

20 thPPARff 'J#> K*££iIJt :Ser 1 67_ Tyr 468 
thPPAR7Vr/ K*g^# :Serl76- T yr478 
(HFPPAR7 1 S^-ffcx tbPPAR7 2 3£&flcTI±S er204_ Tyr 

^*:tE¥ ^Wi" ^ -i - ^ < > P P A R V iS > KSr<&«« * 

25 ^LfcGa 1 4gS©DNA|S^m l#g*5>l 4 7f B JW?; 
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2) thPPARa Ztz\$7 $WfflV^;;Vy7x7-b*7 7^'f 

iittfc Ltffiv^; CV-1 tttitftt^ot^t L^o i"^^*,. V)V 
^7 3^^-^^ (DM EM) (C^JJ&iiJflifdf (GIBCO BRL tt, *^n^ 
No. 26140-061) 0 fci&tJOU £ KifciftfiE 5 0 U/m 

5 1 cr>^-v V > G £ 5 0 ^ g/m 1 <^)^^A b 7* Y ^ 4 v > 

U^-^-itfS^-, G a 1 4 -P P AR3§?|^ ? -<DMD N AZffi3E.M]fa 
F^SAi"* h7>A7x^ya L> MB *^iC> 10cm dish C2X 

1 0 6 cells 3f@LTj3§. JfllM*** 5&v^^-e— ||]ifei§*«fl:*JfcLfc&, |WJ 

10 Jgttl Om 1 Zmz-tzo ^-^-itg^lO^g, Ga 1 4-PPARM 
0.5 //gi LipofectAMINE (iSnp^, GIBCO BRL ft, 7J * n y No. 
18324-012) 5 0 ft 1 £ £ < U ±i£ig«dish «Jjn L/c„ 3 7 
5-6 B*W«»t, 10ml ©S^r^J&JIBlfiLjJI (GIBCO BRL tt, * ? n 7 No. 
26300-061) 2 0%*&t!t%m*m*.fz o 3 7tf-|ftJ&*Lfcft, #fflfl&£ h 'J 

15 -fl/^^mz X otMcH, 8000 cells/ 1 0 0 ml DMEM-1 0%MJt 
it/well OiMDMJRT 9 6 "Kf V- h £|f»« USWWJff* Lfflll&jFftSf Lit 

1 0 0// 1 fciSUnLTto 3 7*CT4 2B*IWJ&*L, Wife «r ? ^ *StiSfcft 
o T ;w v 7 * 7 - -tfJSte * i"J5e L o 

20 #gUfc-e. P P A R a I3^f LTW^C^v 7x7 — ^^fS-F^fte^ £ 

Mtt-ffc-C^ SR&tSfeWMb^lfe*^^^ ? V > (Eur. J. Biochem. 223 : 242-247 
(1996) ; Genes & Development 10 : 974-984 (1996)#B3) 1 0 fx M?ifobnB#tf> ^ '>7i 
5 — IfJSte* 1.0 fc L/c £ co^lJJKt-S-^ 1 0 ^ M8Sflnl*<&ffl*ti&l!t*£ 1 

25 ffl*^tt0^r«6*itKL7to 
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Si 4 





*M*v » <s>M-£ 1 




3. 0 


nmm 3(12) 


2. 5 




0. 5 




1. 0 


mmm 1 3 


1 . 5 


Hife0!l 3 (23) 


5. 0 


mmm 1 4 


6. 8 


2 0(3) 


7. 5 



£ 1.0 t Ltz t £ JlSfetfO 2 6 ( 1 2 0 ) is «t tfg&Sfcfll 2 6 ( 1 3 2) TM^i 

ppar7 ^itLT^r*»c;i/'>7i9— tfatft^ofcapimft-fb-c^ 

(Cell, 8_3_, 863 (1995), Endocrinology, 122, 4189 (1996)i3 X V? J. Med. Chera, 32, 
665 (1996)#JR0 10// M^JnB#0;W v 7 ^ 9 --tf?£1*fe£ l.OtLti^ — 

io * (I) -r*3*L*#l&9Hfc£4&<0-5 ^IM^J4-ei!43t$tL^>fb^-%^ 02 
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ifttKKAy/Ta-^X (1#7E) * 7 MM (#S3 5~4 0g) tAlft, 

tz 0 mmmi&MB (oh) x frm, «««t M+JiiK (tg (h'j^y-fe 

>; K) ffi) Kgo*<f£#tt£fir£v\ IBi 0 8 BK, *369Hkfrtt* 0.1% (w 
/w)^tf$5|£k & L < l±»*#ifl»€-_0 *> o-CSbIW L/Co Ht6BI, # J: SO 
W£i&TL*:9 ago 13 :00tcj$]fii£fir$:v\ jfitfHfc, Jfii+fltK (TGI) * 
S!l5£L^o ilS**Sl Sis-fctfgU SHPUtl* 3 > V v -JUW 

^1 5 



JMWfi (mg/dl) 
OB 6B 9B 

3Vfn-;i/ 440.7±102.7 442.6±108.3 518.8±48.6 

%nm 3 (23) t 

tti&Lfc'ffr&'to 431.4±76.4 309.4±99.5* 324.5 ±26.6** 

159mg/kg/day 



" : p<0.01 vs a y Y n - ji/ (1 S£7E) 
*:p<0.05vs bn — ;v (li$7E) 

SI 6 



TG (mg/dl) 
OB 6B 9B 

367.6±64.1 272.3 ±48.2 

248.8±64.7** 260.6±71.2 



: p<0.01 vs n > h n - ;i/ (1 p7E) 
* : p<0.05 vs 3 > b n - ;i> (1 2£7E) 



rr>bn-;l/ 436.1 ±97.5 

mmm 3 (23) -e 

429.2 ±80.6 

159mg/kg/day^#'fil 
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SD7V h *fflv>3fejfli+Jfi5tOftT^ffl 

Jt1£ Sprague-Dawley (S D)7 v Y ( 8 E) £ 5 ~~ 6 iSSS (ffcS 14 0-160 
g) 1 aH^f&SOWfcfffcv*, SfefcfcW&Lfco #£JM*SiiB 

(OH) , ^S^itftfii+M® (h'J^V-fe9-f K-it) K^o* < &frtf*fr%: 
v\ SB if) 3 BWa«-C*IS^b'&** 1 B 1 IH> ^P^# (1 OOmg/ 
kg /day) £fir£v\ OBI) , JfcfliU jfo GttMUI&ll&SK 

(FFA) , h V^»;-fe9>f K (TG) ) fcflflSgLfco #S^*^1 7£<fctm 
1 8 i-^1~o 



Ml 7 



TG (mg/dl) 



0 B 



3 B 



n > h d — ;u 



126±12 



150±16 



Hi&fl! 1 3 T 



124±12 



76±7 



Hi&fll 8 -c 



126±12 



100±13* 



** : p<0.01 vs n > h a -/U (1#8E) 
* : p<0.05 vs 3>ho-^ (1»8E) 
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^1 8 



FFA ((j.Eq/ml) 




0 0 


3 B 


n y Y a — A> 


529 ±32 


653±41 


mmm 1 3 -e 


504 ±44 


383 ±28** 


mmm s -e 


513±50 


473 ±44* 



**:p<0.01 vs n> FD-;i/ (1^825) 
* : p<0.05 vs 3 > h n-;u (lg£8E) 



5 [«!*] 

— (i) ■eTfiZti&^zkwit&m, *tit><Dm&&£i. z-tLho&ttijn 

X-rn-;i/_t#£ik LD L nUXf D-^i^/i/cliVL DL^i/Xfu 
15 ift Jmtti J: Vfft t> P P A R a T hffcffl*#LTV»a 
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5 

10 ac-s-a^ ^«>, mi*, mm&ftk* fttai^ra^^j: on* 

jH8\ JftA— A*fc»K lEHco# H lmg^tlOOOmgOftHTf, 1 
Bimfrh&®&n&&2ti&fr. SfcttJ«A-A*fc»K 10K:o^o.lm 
g*fc 1 0 0m gOf&BT% 1 B 1 ®frh&®ft&n&& (ffiL<li, ffr|R 
FiUtS-) Sfcl± 1 a 1 «MW*fc 2 4 NFWO|fiH-C#JRrttc^iK«:# 

15 £;M£o 

& ■?> 0 

25 (Df£ti\ itzitmrnfai h-*, i/^n-x, m&di-fc: 
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mmmmm r^^y^>mm *$tm&2ti, flr&tc^r 

10 ffl#k «MMfc*U ?l/fb#J> RCftlPK 3Sr##K «##J, ttW^J^^^^r 

STtfcKJ: 0&#3*.&WBiK#K lfc«*k ^»J> i&A#k 
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mnmkxmt. m^mm^m 2,868,691 vtsxvmm 3,095,355 &zw 

L<fBM2tlX\**Z 0 



10 v>&„ 



3-t h'n + y^yXT^fkK (l06mg) i tmt**Vi' (4.3 ml) »c 
*£fl?U 2Ri$-T\ y>fyyn^xf^7 5> (0.36 m 1 ) J5 J: tf^ h * -> * 
^;v^n«; K (80ml) SrflDx., 90 3-*H# L M"?— lft«#Lfco KtE 

11 : 1) tfflSL, TlB»tt<t*^ri-&S«^i» (131 mg) **§fc 0 
TLC:Rf 0.38 (f**'** I gfc$?.x^;U=3 : 1) ; 

NMR (CDC1 3 ) : 8 9.98 (1H, s), 7.41-7.56 (3H, m), 7.26-7.34 (1H, m), 5.24 (2H, 
25 s), 3.50 (3H, s) G 
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**«2 

(5EZ) -6- h^y7i-;i/) -5-^-b>$? 



5 




OH 



gi?«(4-*;l'^y^) b 'J7x^*^*z^A7d 5 K(95.0 
g> Wittig ^1) *f h7HKD77> (250ml) KflWSU ?k<£T\ t -7* 

h*~>ay*A (48.i g) tipx.; is-ei n#w*#Lfco ##m-e«itL 

10 fc-ffrSlfc (23.7 g) th;vxvf*iL^:> Slftl^ClTL, MiS 
tlc : Rf o.3i (^^-9-> : B^^^-;w=i : i) ; 

15 NMR (CDC1 3 ) : S 7. 17-7.30 (1H, m), 6.85-7.02 (3H, m), 6.34-6.46 (1H, m), 6.08- 

6.24 (0.5H, m, E-isomer), 5.56-5.71 (0.5H, m, Z-isomer), 5.19 (2H, s), 3.48 (3H, s), 
2.22-2.46 (4H, m), 1.72-1.91 (2H, m) 0 



20 (5EZ) -6- (3-^ h^v^ f^y7x^;l/) - 5 -^3r-fe>^ • * + 
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##«2-C»jtL/i'fb'&-'»oy^f L ^*;UAT5 K (224m 1) %m 
(48.4 g) &tLXfmVil*1-)\> (18.9 m l ) ZMZ-, MiST*— Qfc*i# 

5 ^y'JA^A^A^nvh^^^ - C^-fr > : S^-xf^l^lS : l) 
1L, TiB»14te*:#1-*«»ffc£-'to (37.8 g) 
tlc : Rf 0.77 : @^^-^^;i^=i : i) ; 

NMR (CDCl 3 ) : S 7.16-7.28 (lH, m), 6.85-7.04 (4H, m), 6.40 (lH, m), 6. 17 

(0.5H, ddd, J=16.0, 6.7, 6.7Hz, E-isomer), 5.64 (0.5H, ddd, J=11.6, 7.3, 7.3Hz, Z- 
10 isomer), 5.18 (2H, s), 3.66 (3H, s, E,Z-mix), 3.49 (3H, s), 2.19-2.43 (4H, m), 1.80- 
1.89 (2H, m) 0 



15 



##0J 3 -e^^ l tzit&m (37. 1 1 g ) * .* * y - (300 m 1 ) K ; mm L 

T^J , >^fi«*fi : *ofc 0 JxlD?K^5%^"7V^A^ (3 g) ^1iWk, 
TLC : Rf 0.57 e^*-tf-> : }l, = 3 : 1) ; 

NMR (CDCI3) : # 7.19 (1H, dd, J=9.0, 7.2Hz), 6.80-6.89 (3H, m), 5.17 (2H, s), 

3.67 (3H, s), 3.49 (3H, s), 2.59 (2H, t, J=7.4Hz), 2.31 (2H, t, J=7.7Hz), 1.56-1.74 
25 (4H, m), 1.23-1.43 (2H, m) 0 
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5 

1, 4 -V (250 ml) fcifflx., ^fi-C 30 0-H«#Lfc<, TKiJtET 

i") ijyjvjj? a? h ? -< - y : : i) ^1 

10 U TfB«JttH ! Sr^-t4ai«'fb'&«» (31.68 g) £#£0 
TLC:Rf 0.55 (^^r "9"^ I ^^-1-^^ = 1 I 1) ; 

NMR (CDCI3) : d 7.10-7.18 (1H, m), 6.63-6.75 (3H, m), 5.03 (1H, brs), 3.67 (3H, 

s), 2.56 (2H, t, J=7.6Hz), 2.31 (2H, t, J=7.6Hz), 1.42-1.72 (4H, m), 1.26-1.40 (2H, 
m)o 

15 

(5E) -5- {7 h*i/-l, 2, 3, 4-r h7t KDt7f'Jf 



20 




OH 



4 — 13 lb ~f*f-)\> h 'J 7x-;l'^X't-7A7'n 5 K (15.09 g) <D-r h 

7tf*D77> (80 ml) f&ifcfc, 7X<^T, t-THrVK (7.64 
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1 -x hvvy (5.0 g) <Oy- h7HKn-77> (20 m 1 ) i§?££t)nx.T, 
U-?YJfy7 J - : ftlfeJc.f-;i/ = io: 1— 3 : 1) TiE&te 

m * ^r-r * t-g^to (5.60 g) £#£ 0 

TLC : Rf 0.35 (^^-9-^ : B^^f"^=2 : 1) ; 

NMR (CDC1 3 ) : £ 7.08 (1H, d, J=2.6Hz), 7.00 (1H, d, J=8.4Hz), 6.72 (1H, dd, 

10 J=8.4, 2.6Hz), 5.95 (1H, tt, J=7.3, 1.8Hz), 3.81 (3H. s), 2.70 (2H, t, J=6.0Hz), 2.21- 
2.49 (6H, m), 1.73-1.89 (4H, m) G 

5- (7-tKo + v-3, 4-y'tKDt7^1/>-l-^;i/) ^>*>$? 




##«6"C»atLfc'fb^» (1.77 g) iJi^tf; v^ta^ig (7.8 g) * 180T 

20 ^ -catH l/^o *a m m. * x vmi "cmx&i& l , ^ * 

It-^* (1.56 g) £#£ 0 

TLC : Rf 0.16 ("^4f-»J- ^ : S^^-^-^^=2 I 1) ; 
25 NMR (CDCl 3 +d 6 -DMSO) : d 6.88 (1H, d, J=8.0Hz), 6.71 (1H, d, J=2.4Hz), 6.56 
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(1H, dd, J=8.0, 2.4Hz), 5.77 (1H, t , J=4.4Hz), 2.56 (2H t t, J=7.8Hz), 2.07-2.38 
(6H, m), 1.43-1.76 (4H, m) Q 



5 5 - (7-tKn^y-3, 4-vtFnt7^l/>-l-^l')'^^ >@£ • 



10 *9J~-fr (10 m 1) fc-lOTCKJ^iPU (1.7 m 1) fcflPx.T, 

lO^HJtttfU ##W7T?|!ijgLfc'ft^J» (1.56 g) <^*y-;U (5ml) 

•c««u Tfflto&feiG-t&mmit&fa (1.55 g ) ^#/:„ 
tlc : Rf o.72(^*y-y :Wp&x-?-}i' = i:\); 

NMR (CDCI3) : 8 6.99 (1H, d, J=8.0Hz), 6.74 (1H, d, J=2.6Hz), 6.61 (1H, dd, 

J=8.0, 2.6Hz), 5.86 (1H, t, J=4.6Hz), 4.81 (1H, brs), 3.66 (3H, s), 2.64 (2H, t, 
20 J=8.1Hz), 2.31-2.45 (4H, m), 2.16-2.26 (2H, m), 1.46-1.82 (4H, m) Q 

5- (7-HKn^v-l, 2, 3, 4-fF7tKDt7?U>-l->f^) 




25 
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###!) 6 -cm&L ittt&m * 4 — ##0J 7 8 t TOO § & O 

5 TLC : Rf 0.75 (^^r^ > I gfcB£.x-?- ^ = 1 : 1) ; 

NMR (CDC1 3 ) : £ 6.92 (d, J = 8.0 Hz, 1H), 6.63 (dd, J = 8.0, 3.0 Hz, 1H), 6.57 (d, 

J = 3.0Hz, 1H), 4.96 (brs, 1H), 3.68 (s, 3H), 2.63-2.76 (m, 3H), 2.34 (t, J = 7.3 Hz, 
2H), 1.34-1.86 (m, 10H) o 

10 &mm 1 0 



15 3 - (3 h^v^ Ky7z = «/) t^U^n 5 K (6.2 g) SrT-lr h 
- h V A/ (50m 1 ) KigMRU =z-^g*-^U (2.4m 1 ) „ U 

*A (3.97 g) jSZlfSVit* V *A (0.40 g) fcAfUfcbOx.* 2 B#F^ijP^M»fL L 

4 Nffi|ft-> f *4r-9->?S?K (60 m 1 ) ^Hi, MS"? 1 Pf ra«#Lfc„ 

: gfc$p^;i/=7: 1—5:1) TflHRu TieM£^£#-t&OT'ft-£-'$> (5.75 

g) fc&fc, 

TLC : Rf 0.37 (^^r-^> : g^^-^^ = 3 : 1) ; 
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NMR (CDC1 3 ) : 8 7.16 (m, 1H), 6.64-6.77 (m, 3H), 4.87 (s, 1H), 3.73 (s, 3H), 

3.23 (s, 2H), 2.68 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 2H), 1.91 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

5 mn wi 

6- (3- 2 - >f;u^« h*">) 7x^;v) ^*-9->Bfc • 




10 

##«5"C*5gLfc^» (5.98 g) Oi?^^*W7 5 K (54ml) m 
ifcfc, Jt&*V*>A (11.16 g) fcttix., lia-P5^W#L^ 
pt^;i/^y > • &B£& (7.49 g) , a •Mfc-t- h >; * a (4.44 g) 
■fe->*A (8.77 g) fclflx, lTO«#L7to RSEiS^iRSr^tttKl- 

(4.69 g) *#7fc„ 
TLC:Rf 0.49 (^^r-9-> : B^^^;i^=2 : 1) ; 
20 NMR (CDCI3) : d 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.66-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 7.0, 1.0Hz), 7.18 (1H, dd, J=8.8, 
8.8Hz), 6.78-6.86 (3H, m), 5.38 (2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.6Hz), 2.28 
(2H, t, J=7.5Hz), 1.53-1.70 (4H, m), 1.22-1.40 (2H, m) 0 
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mmmi (1) - 1 (59) 

3- (5-.* Y^r-yii^^-^^y^^) 7i;-;k ###09, ###!) 1 

mm rn 1(1) 

6- (3- (t7i'l/>-2-'fW^-» 7xz;i/) -y- >@£ . j ^- ju 




tlc : Rf 0.48 (^^-9->- : S^^-i-^-^=5 : 1) ; 

NMR (CDCI3) : £ 7.92-7.79 (4H, m), 7.58-7.43 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

15 6.75 (3H, m), 5.22 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=7.7Hz), 2.29 (2H, t, 
J=7.6Hz), 1.73-1.53 (4H,m), 1.44-1.20 (2H, m) 0 

mmmi (2) 

20 
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TLC : Rf 0.51 (^^r-f> I ^^^"^^=5 I 1) ; 

NMR (CDC1 3 ) : 8 7.48-7.26 (5H, m), 7.24-7.13 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.7Hz), 2.30 (2H, t, J=7.6Hz), 1.75-1.53 (4H, 
m), 1.44-1.20 (2H, m) c 

^mm x (3) 

6- (3- (Vf 'J v>- 2 -4 h^rv) ^**yy$fc ■ 



10 




TLC : Rf 0.14(^^r-9"> ! g^^^f ;U = 3 : 1) ; 

NMR(CDC1 3 ) : d 8.60 (1H, dd, J=4.8, 1.0Hz), 7.71 (1H, dt, J=7.8, 1.5Hz), 7.53 

(1H, d, J=7.8Hz), 7.27-7.13 (2H, m), 6.85-6.75 (3H, m), 5.20 (2H, s), 3.66 (3H, s), 
15 2.58 (2H, t, J=7.6Hz), 2.30 (2H, t, J=7.6Hz), 1.74-1.52 (4H, m), 1.44-1.20 (2H, m) 0 

&mmi (4) 

(2 E) - 3 - (2 - ( + y';>-2-^iM h + y) 7x-^) - 
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TLC : Rf 0.52(^4r-9-> : i®xf-;l/ = 2 I 1) ; 

NMR (CDCI3) : d 8.20 (1H, d, J=7.8Hz), 8.18 (1H, d, J=16.2Hz), 8.09 (1H, d, 

J=8.4Hz), 7.84 (1H, d, J=7.8Hz), 7.75 (1H, m), 7.65 (1H, d, J=8.4Hz), 7.61-7.50 
5 (2H, m), 7.33-7.23 (1H, m), 7.03-6.92 (2H, m), 6.62 (1H, d, J=16.2Hz), 5.48 (2H, s), 
3.82 (3H, s) 0 

(2E) -3 - (3 - (*■>";> - 2 - h^y) 7*.-)U) -2--fu 

10 ^VSS^fJl'XXf^ 



TLC : Rf 0.52 (^^r"9-> I St^^-f-;U=2 : 1) ; 
15 NMR (CDCI3) : d 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

J=8.2, 1.2Hz), 7.75 (1H, dt, J=7.0, 1.6Hz), 7.66 (1H. d, J=8.4Hz), 7.64 (1H, d, 
J=16.0Hz), 7.56 (1H, dt, J=8.2, 1.2Hz), 7.30 (1H, t, J=7.8Hz), 7.23-7.00 (3H, m), 
6.41 (1H, d, J=16.0Hz), 5.41 (2H, s), 3.80 (3H, s)o 

20 mmmi (6) 

(2 E) - 3 - (4 - (*;>J>-2->f^ h^y) 7^-/1/) - 2 - 7n 
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CH 3 



O 



TLC : Rf 0.41 (^\^r-9-> : |^^^f-;i/=2 : 1) ; 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.83 (1H, d, 

5 J=8.0Hz), 7.75 (1H, dt, J=8.4, 1.6Hz), 7.64 (1H, d, J=8.4Hz), 7.63 (1H, d, 
J=16.0Hz), 7.56 (1H, m), 7.47 (2H, d, J=8.8Hz), 7.03 (2H, d, J=8.8Hz), 6.30 (1H, d, 
J=16.0Hz), 5.41 (2H, s), 3.76 (3H, s)o 

(7) 

10 3- (2- (4ry V y- 2 --f to* h^rv) 7 -fv s< >^ - * f^x 



15 TLC : Rf 0.61 (^^r^ > ! gfcB&x?-;i'=2 ! 1) ; 

NMR(CDC1 3 ) : 8 8.21 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.0, 3.0Hz), 
7.25-7.10 (2H, m), 6.97-6.86 (2H, m), 5.41 (2H, s), 3.68 (3H, s), 3.10 (2H, t, 
J=7.8Hz), 2.72 (2H, t, J=7.8Hz) 0 
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3- (3- S V fr* 7jc-;u) 7 , da , >|? • ;i,x 



5 




TLC : Rf 0.55 : S^^^^ = 2 I 1) ; 

NMR (CDC1 3 ) : S 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.60-7.49 (1H, m), 7.20 (1H, t, 
10 J=7.8Hz), 6.92-6.77 (3H, m), 5.37 (2H, s), 3.66 (3H, s), 2.92 (2H, t, J=7.8Hz), 2.61 
(2H, t, J=7.8Hz) 0 

^tkmi (9) 

3- (4- (^r/' 1 J>-2-'f;M F^y) 7 x.-)l>) yn/* >@£ . > ^J-)V^. 

15 




TLC : Rf 0.53 (^-f > I W^.^)^ = 2 \ 1) ; 
20 NMR (CDCI3) : 6 8.18 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 
J=7.8Hz), 7.79-7.67 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.54 (1H, t, J=7.8Hz), 7.11 (2H, 
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d, J=8.8Hz), 6.95 (2H, d, J=8.8Hz), 5.36 (2H, s), 3.66 (3H, s), 2.89 (2H, t, J=7.6Hz), 
2.59 (2H, t, J=7.6Hz) 0 

mmmi n o) 

5 6 - (4 - (^r/ 1 J>-2-^;l'^ h + y) 7 3.=. A/) • 




10 TLC : Rf 0.57 I g^^JCf-;P =2 : 1) ; 

NMR (CDCI3) : S 8.18 (1H, d, J=8.8Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=7.8Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, dt, J=8.0, 1.2Hz), 7.08 
(2H, d, J=8.8Hz), 6.94 (2H, d T J=8.8Hz), 5.37 (2H, s), 3.65 (3H, s), 2.54 (2H, t, 
J=7.6Hz), 2.30 (2H, t, J=7.5Hz), 1.73-1.50 (4H, m), 1.43-1.30 (2H, m) 0 

15 

mum 1(11) 

6 - ( 2 - (3=- J } ) y- 2 -4 fr* y**s) 7x-fl/) ^-9- ■ * -f-^x- 



o 



20 
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TLC : Rf 0.63 (.^*rV-> : WWi^^=2 I 1) ; 

NMR(CDC1 3 ) : 8 8.22 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.55 (1H, t, J=8.0Hz), 7.21-7.08 (2H, 
m), 6.95-6.86 (2H, m), 5.39 (2H, s), 3.64 (3H, s), 2.76 (2H, t, J=7.5Hz), 2.31 (2H, t, 
5 J=7.3Hz), 1.80-1.58 (4H, m), 1.52-1.34 (2H, m) 0 

mmm 1(12) 

4- (2- (^/V>-2-^JM^v) 7x/'+'» 79 >m. • ^.-f-^Jt 
7*7- A/ 



tlc : Rf o.60(-n*-9-> : ftKJ=-^^ = i : i) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.2Hz), 8.07 (1H, d, J=8.2Hz),7.69-7.85 (3H, 

15 m), 7.54 (1H, ddd, J=8.0, 6.8, 1.2Hz), 6.81-6.98 (4H, m), 5.43 (2H, s), 4.09-4.19 
(4H, m), 2.59 (2H, t, J=7.4Hz), 2.18 (2H, m), 1.25 (3H, t, J=7.2Hz) c 

^mmi (13) 

20 J-^y-)U 
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TLC : Rf 0.51 (^^r^ > : Bi^.x -7-^=2 : 1) ; 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.85 (3H, 

5 m), 7.54 (1H, m), 6.80-6.98 (4H, m), 5.43 (2H, s), 4. 12 (2H, q, 3=7. 1Hz), 4.09 (2H, 
t, J=6.2Hz), 2.41 (2H, t, J=6.9Hz), 1.86-1.91 (4H, m), 1.23 (3H, t, J=7.1Hz)„ 

**fcgll (1 4) 

2- (3- (3- (^y ';>-2-^;M h + y) 7z-*) 7xj#^-y) ^ 
10 B£ • ;* •f-;p^^'f ;u 



TLC : Rf 0.31 (^^r-9"> I @^^^^-^=2 : 1) ; 
15 NMR (CDCI3) : 8 8. 19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.65-7.85 (3H, 

m), 7.55 (1H, m), 7. 19 (1H, dd, J=7.0, 7.0Hz), 6.65-6.92 (3H,m), 5.38 (2H, s), 4.05 
(2H, s), 3.76 (3H, s), 3.52 (2H, t, J=7.0Hz), 2.69 (2H, t, J=10.0Hz), 1.95 (2H, m) 0 

&mm 1 (15) 

20 7- (2 - (^r/T/-2-^;M h ^y) 7 * >g& • ^ )V 
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::o 

TLC : Rf 0.51 (^.^r-9-> : S^^^^^= 2 : 1) ; 
5 NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.84 (3H, 

m), 7.54 (1H, ddd, J=8.2, 6.8, 1.4Hz), 6.80-6.98 (4H, m), 5.44 (2H, s), 4.12 (2H, q, 
J=7.2Hz), 4.06 (2H, t, J=6.6Hz), 2.30 (2H, t, J=7.4Hz), 1.87 (2H, tt, J=7.3, 7.3Hz), 
1.35-1.74 (6H, m), 1.24 (3H, t, J=7.2Hz) Q 

10 mmm 1 (ie) 

4- (2- (4-^>f^>yW^y) 7i^y) 7? • xfjpx 

:o 

15 

TLC : Rf 0.52 (^^r^> : g^^-^;i'=5 : 1) ; 

NMR (CDCI3) : d 7.35 (2H, d, J=8.4Hz), 7.17 (2H, d, J=8.4Hz), 6.84-6.96 (4H, 

m), 5.08 (2H, s), 4.13 (2H, q, J=7.4Hz), 4.07 (2H, t, J=6.2Hz), 2.60 (2H, t, J=7.3Hz), 
2.54 (2H, t, J=7.5Hz), 2. 13 (2H, m), 1.52-1.68 (2H, m), 1.26-1.37 (4H, m),1.25 (3H, 
20 t, J=7.4Hz), 0.89 (3H, t, J=6.8Hz) D 
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5- (2- (4 -^>f-;w<> v^ + v) y^y^i/) ^.y ? >g£ • 




tlc : Rf 0.48 : @^^-^^^=5 : 1) ; 

NMR (CDC1 3 ) : 5 7.35 (2H, d, J=8.4Hz), 7. 17 (2H, d, J=8.4Hz), 6.81-6.96 (4H, 

10 m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.04 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.7Hz), 
2.39 (2H, t, J=7.0Hz), 1.80-1.88 (4H, m), 1.52-1.68 (2H, m), 1.28-1.37 (4H, m),1.24 
(3H, t, J=7.2Hz), 0.88 (3H, t, J=6.6Hz) Q 

3£fifc0!l 1(18) 

15 7 -(2- (4-^^W>y;^^y) y^y^-is) s\y° 9 >g£ . ^ )i> 




20 TLC : Rf 0.50 > I g£@£.x.^;p =5 I 1) ; 

NMR (CDCI3) : S 7.35 (2H, d, J=7.8Hz), 7.17 (2H, d, J=7.8Hz), 6.80-6.96 (4H, 
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m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.02 (2H, t, J=6.6Hz), 2.60 (2H, t, J=7.7Hz), 
2.29 (2H, t, J=7.5Hz), 1.24-1.90 (14H, m), 1.25 (3H, t, J=7.2Hz), 0.88 (3H, t, 
J=6.6Hz) 0 

5 mmmi ( 1 9) 

5 - (3 - </ 'J 2 - >f ju* h 7x^;u) s<>? yffc • * jr. 



TLC : Rf 0.39 y I §f=j$^-7-;U=3 \ 1) ; 

NMR (CDCI3) : d 8.20 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

J=8.0, 1.5Hz), 6.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.0, 8.0, 1.0Hz), 7.19 (1H, dd, J=8.5, 8.5Hz). 6.90-6.75 (3H, m), 5.38 (2H, 
15 s), 3.66 (3H, s), 2.60 (2H, t-like), 2.30 (2H, t-like), 1.70-1.55 (4H, m) 0 

mmmi (2 0) 

2- (3- (3- (*yJ>-2-^M h^y) 7i-^/) 7"d Vf JU?-* ) 




10 



20 
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TLC : Rf 0.55 (^**f-> ! )V=2 : 1) ; 

NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, ddd, J=8.2, 7.0, 1.2Hz), 7.20 (1H, dd, J=7.7, 7.7Hz), 6.78-6.88 (3H, 
m), 5.38 (2H, s), 3.72 (3H, s), 3.20 (2H, s), 2.58-2.73 (4H, m), 1.90 (2H, tt, J=7.5, 



5- (7- (+/'J>-2-^;M>^y) -3, Knf7f ^ 



TLC : Rf 0.63 (^^r-9"> ! S^^^"^=2 : 1) ; 

NMR (CDCI3) : 8 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, dd, 
15 J=8.0, 1.2Hz), 7.67-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 6.0, 1.0Hz), 7.03 (1H, d, 
J=8.2Hz), 6.93 (1H, d, J=2.6Hz). 6.78 (1H, dd, J=8.2, 2.6Hz), 5.85 (1H, dd, J=4.6, 
4.6Hz), 5.39 (2H, s), 3.65 (3H, s), 2.64 (2H, t, J=7.9Hz), 2.39 (2H, t, J=7.3Hz), 
2.15-2.31 (4H, m), 1.41-1.70 (4H, m) c 

20 mmm \ (22) 

5- (7- (*>"J y- 2 -A )V* V**,) -1, 2, 3, 4-f F5HKn 



5 7.5Hz)o 
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TLC : Rf 0.67 (^3r^> : SfeStx. = 2 I 1) ; 

NMR (CDC1 3 ) : 8 8.18 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

5 J=8.2Hz), 7.67-7.78 (2H, m), 7.49-7.58 (1H, m), 6.94 (1H, d, J=8.4Hz), 6.75-6.84 
(2H, m), 5.36 (2H, s), 3.67 (3H, s), 2.64-2.75 (3H, m), 2.27 (2H, t, J=7.3Hz), 1.28- 
1.84 (10H, m) 0 

&mm 1 (23) 

10 6- (3- (3 -7x-;l/7"n#^ry) 7^-)U) ^.^-^ ■ * ^-)\, jc^ 7- 




15 TLC : Rf 0.49 n n*;l/ A : J 9 J - ;U = 5 ; i) ; 

NMR (CDCI3) : 8 7.34-7.10 (6H, m), 6.78-6.67 (3H, m), 3.95 (2H, t, J=6.5Hz), 

3.66 (3H, s), 2.81 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 
2.10 (2H, m), 1.74-1.53 (4H, m), 1.45-1.24 (2H, m) 0 

20 1 (24) 

7- (3- (^y'J>-2-^;M>^y) 7i-Jb) ^-f 9 >ffi. ■ * .r. 
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TLC : Rf 0.37 4r * V I g^^J--^;l' = 5 I 1) ; 
5 NMR (CDC1 3 ) : S 8. 19 (1H, d, J=8.5Hz), 8.08 (1H, d, J=8.5Hz), 7.85-7.50 (4H, 

m), 7.20 (1H, dd, J=7.5, 7.5Hz), 6.95-6.80 (3H, m), 5.37 (2H, s), 3.67 (3H, s), 2.57 
(2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 1.70-1.50 (4H, m), 1.40-1.20 (4H, m) 0 

mm n 1 (25) 

10 (3EZ) -6 - (3 - (^r^ , ;>-2--f^^h^v) y^-jV) - 3 




15 TLC : Rf 0.33 > I 0fcS£o^;l/ = 5 I l) ; 

NMR (CDCl 3 ) : $ 8. 19 (1H, d, J=8.0Hz), 8.08 (1H, d, J=8.0Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.0Hz), 7.55 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.70-5.45 (2H, m), 5.38 (2H, s), 3.66 (3H, s), 3.05-2.95 
(2H, m), 2.70-2.60 (2H, m), 2.40-2.25 (2H, m) 0 

20 

mmm 1 (26) 

2— (3- (3- (t; , JV-2-'fWhty) 7 -fu \£ y 
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4 =-)\s) gfcgg • j-f-flsJ^Af-JIU 




N 



5 TLC : Rf 0.68 n n * )V A : 2 ? J - )\s=y ; i) ; 

NMR (CDC1 3 ) : (J 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.4, 1.2Hz), 7.75 (1H, ddd, J=8.4, 7.0, 1.6Hz), 7.68 (1H, dd, J=8.4, 1.2Hz), 7.59 
(1H, ddd, J=8.2, 7.0, 1.2Hz), 7.22 (1H, m), 6.78-6.89 (3H, m), 5.38 (2H, s), 3.77 
(3H, s), 3.63 (2H, s), 2.74-2.85 (4H, m), 2.12 (2H, tt, J=7.7, 7.7Hz) e 



mmm 1 (27) 

2- ( ( 2 E Z ) -3 - (3- (^y 'J > - 2 - >U> b^v) ~7 - 



TLC : Rf 0.35 : fr=3 ; l) ; 

NMR (CDCI3) : 5 8.19 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, dd, J=8.5, 
20 8.5Hz), 7.10-6.85 (3H, m), 6.45 (1H, d, J=16.0Hz), 6.13 (1H, dt, J=16.0, 7.5Hz), 
5.39 (2H, s), 3.70 (3H, s), 3.40 (2H, d, J=7.5Hz), 3.18 (2H, s) 0 




O 



15 
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sgfifcMl (2 8) 

2-^^)1,-2 - (3- (3- (*J ] )>-2 h^ry) 7x-^) "/ 




NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, dd, J=7.5, 7.5Hz), 7.19 (1H, dd, J=7.6, 7.6Hz), 6.77-6.87 (3H, m), 
5.37 (2H, s), 4.14 (2H, q, J=7.2Hz), 2.57-2.70 (4H, m), 1.84 (2H, tt, J=7.7, 7.7Hz), 
10 1.49 (6H, s), 1.24 (3H, t, J=7.2Hz) 0 

m-mm 1 (29) 

2 - (3 - (+yV>-2-^;MF^fy) 7jc-;u) • ^^-)V^^"r)V 



15 




tlc : Rf 0.41 (S^i?^-?-;w : ^^-^> = i : 2) ; 

NMR (CDCI3) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.67 (d, J = 8. 5Hz, 1H), 7.54 (m, 1H), 7.24 (dd, J = 8.0, 
20 8.0 Hz, 1H), 7.00-6.85 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 3.59 (s, 2H) Q 

mmmi o o) 
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4- (3- (*rS V >- 2 -4 fr* h^fy) -7jl^;U) 79 • * 



TLC : Rf 0.51 (S^i?^-^^ : ^^"9-> = i : 2) ; 

NMR (CDC1 3 ) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8. 5Hz, 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.55 (m, 1H), 7.23 (m, 1H), 
6.90-6.75 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 2.62 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 
10 7.5 Hz, 2H), 1.93 (m, 2H) Q 

gttfflll (3 1) 

3- (3- (4- / ^Wi-WI>*'» — -fu/-<y^-^^-)V 



TLC : Rf 0.64 I @^:n-y-;U=4 : 1) ; 

NMR (CDCI3) : S 7.02-7.36 (m, 5H), 6.78-6.83 (m, 3H), 5.00 (s, 2H), 3.67 (s, 

20 3H), 2.93 (t, J = 7.0 Hz, 2H), 2.57-2.66 (m, 4H), 1.61 (m, 2H), 1.24-1.36 (m, 4H), 
0.89 (t, J = 6.2 Hz, 3H)o 




5 



15 



H 3 C 
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muam \ (32) 

5- (5- (*>"JV-2-'f^> -3, 4-yEKDt7f;i') ^ 

~s9 >BS • *-f-)Ux.AfJl' 



5 




TLC : Rf 0.55 (WfM^>^ I ^3r^> = l : 2) ; 

NMR (CDC1 3 ) : S 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 
8.0Hz, 1H), 7.74 (m, 1H), 7.71 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.12 (dd, J = 8.0, 
10 8.0Hz, 1H), 6.92 (d, J = 8.0 Hz, 1H), 6.85 (d, J = 8.0Hz, 1H), 5.89 (t, J = 4.5 Hz, 
1H), 5.40 (s, 2H), 5.39 (s, 2H), 3.66 (s, 3H), 2.91 (t, J = 8.0 Hz, 2H), 2.45 (t, J = 7.0 
Hz, 2H), 2.34 (d, J = 7.5 Hz, 2H), 2.26 (m, 2H), 1.80-1.45 (4H, m) 0 

mmm 1 (33) 

15 5 - (5 - (*>";> - 2 - h -1, 2, 3, 4-fh5tKn 




20 TLC : Rf 0.55 (7& \ * 9 J —)V I ? D n = \ ; 10 : 100) ; 

NMR (CDCI3) : d 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.5 Hz, 1H), 7.83 (d, J = 
8.5 Hz, 1H), 7.74 (m, 1H), 7.72 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.07 (dd, J = 8.0, 
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8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.73 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.67 (s, 
3H), 3.00-2.60 (m, 3H), 2.34 (t, J = 7.5 Hz, 2H), 2.00-1.50 (10H, m) 0 

#im i (3 4) 

5 5- (4- (2- (t7^1/V-2-^^) jth^-->) -73L-)ls) 



O 




10 TLC : Rf 0.69 (^■^•■9-> : St^-^^^ = 2 : 1) ; 

NMR (CDC1 3 ) : 8 7.85-7.70 (m, 4H), 7.50-7.40 (m, 3H), 7.05 (d, J = 9 Hz, 2H), 

6.80 (d, J = 9 Hz, 2H), 4.25 (t, J = 7 Hz, 2H), 3.65 (s, 3H), 3.25 (t, J = 7 Hz, 2H), 
2.60 (t, J = 7 Hz, 2H), 2.35 (t, J = 7 Hz, 2H), 1.75-1.50 (m, 4H) Q 

15 *mm 1 (35) 

2- (6- (^ry'J >- 2 ->f h -1, 2, 3, 4-f 




20 
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TLC : Rf 0.47 (gi^J.-?- )V \ y = 1 : 2) ; 

NMR (CDC1 3 ) : S 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7. 82 (d, J = 

8.0Hz, 1H), 7.73 (m, 1H), 7.67 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.06 (d, J = 8.5 
Hz, 1H), 6.81 (dd, J = 8.0, 3.0 Hz, 1H), 6.74 (d, J = 3.0 Hz, 1H), 5.35 (s, 2H), 3.69 
5 (s, 3H), 3.29 (m, 1H), 2.80-2.40 (m, 2H), 2.49 (dd, J = 15.0, 10.0 Hz, 1H), 2.00-1.60 
(m, 4H) 0 

mmm 1 (36) 

2 - (3 - (4 -^<yf-)Vy 3l—)U^ h^ris) 7x-)l/) • ^ 7 •? 

10 



TLC : Rf 0.91 I g^i-f-;b=9 : 1) ; 

15 NMR (CDC1 3 ) : 8 7.40-7.15 (m, 5H), 6.95-6.80 (m, 3H), 5.00 (s, 2H), 3.70 (s, 

3H), 3.60 (s, 2H), 2.60 (t, J = 7.5 Hz, 2H), 1.60 (m, 2H), 1.40-1.20 (m, 4H), 0.90 (t, 
J = 7 Hz, 3H) 0 

mmm\ (3 7) 

20 6 - (3 - (* J 'J y-Z -4 fr* F^rv) "7 — >@£ • * 
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tlc : Rf 0.58 : B^^^-^=i : i) ; 

NMR (CDC1 3 ) : d 9.00 (1H, br), 8.24 (1H, br), 8.14 (1H, d, J=8.5Hz), 7.85 (1H, 

5 d, J=8.0Hz), 7.74 (1H, dd, J=8.5, 8.0Hz), 7.57 (1H, dd, J=8.5, 8.0Hz), 7.23 (1H, m), 
6.91-6.78 (3H, m), 5.26 (2H, s), 3.66 (3H, s), 2.60 (2H, t, J=7.5Hz), 2.30 (2H, t, 
J=7.5Hz), 1.78-1.54 (4H, m), 1.47-1.26 (2H, m) 0 

mmm 1 (38) 

10 4- (3- ( (2E) -3- (4-'<>fJl'7x-;W -2-7"°^-^^^ 



H 3 C 




15 TLC : Rf 0.74 </^**jr > : gf=^a.^-;W = 3 : 1) ; 

NMR (CDCI3) : d 7.33 (d, J = 8.2 Hz, 2H), 7.20 (m, 1H), 7.14 (d, J = 8.2 Hz, 2H), 

6.67-6.82 (m, 4H), 6.37 (dt, J = 15.8, 5.8 Hz, 1H), 4.68 (dd, J = 5.8, 1.4 Hz, 2H), 
3.66 (s, 3H), 2.63 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 2.34 (t, J = 7.2 Hz, 
2H), 1.95 (tt, J = 7.2, 7.2 Hz, 2H), 1.61 (m, 2H), 1.25-1.36 (m, 4H), 0.89 (t, J = 6.7 
20 Hz, 3H)o 

&mm\ (3 9) 
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4- (3- (*yr/-3-^f;v^h^->) -7i-;v) • * -f-)vj^7, 




5 

TLC : Rf 0.84 (W&J- 

NMR (CDC1 3 ) : S 8.99 (d, J = 2.2 Hz, 1H), 8.24 (d, J = 2.2 Hz, 1H), 8. 13 (d, J = 

8.4 Hz, 1H), 7.85 (dd, J = 8.2, 1.4 Hz, 1H), 7.73 (ddd, J = 8.4, 7.0, 1.4 Hz, 1H), 
7.57 (ddd, J = 8.2, 7.0, 1.2 Hz, 1H), 7.23 (m, 1H), 6.81-6.88 (m, 3H), 5.26 (s, 2H), 
10 3.67 (s, 3H), 2.65 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 1.96 (tt, J = 7.5, 7.5 
Hz, 2H) 0 

mmm 1 (40) 

4- (4- (4 a n- 2 - h 'J 7;^o> y >- 6 ->f )\> * h * 



F 




TLC : Rf 0.49 (^^r-9-> : ^j--f-;w=4 : 1) ; 

20 NMR(CDC1 3 ): 8 8.35 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.95 (dd, J = 
8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7.13 (d, J = 8.5 Hz, 2H), 6.95 (d, J = 8.5 Hz, 2H), 
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5.30 (s, 2H), 3.66 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 1.93 (tt, 
J = 7.5, 7.5 Hz, 2H) 0 

mmn x u 1) 

5 2 - (3 - V 2 -4 h*<» "7 ^ • * -f- 



10 NMR (CDCl 3 ) : 8 8.20 (d, J = 8.4 Hz, lH), 8.09 (d, J = 8.4 Hz, lH), 7.83 (m, lH), 

7.74 (m, lH), 7.68 (d, J = 8.4 Hz, lH), 7.55 (m, lH), 7. 18 (m, 1H), 6.83-7.03 (m, 
2H), 6.77 (m, 1H), 5.39 (s, 2H), 3.76 (s, 2H), 3.70 (s, 3H), 3.09 (s, 2H) Q 

ggflSfll] 1(42) 

15 (2E) -6- (3- (*yj>-2-f*^ h*v) 7x-;i/) ^**Y-2 



20 TLC : Rf 0.58 (g^^T-^ : ^*HJ- > =1 : 2) ; 

NMR (CDC1 3 ) : d 8. 19 (d, J = 8.0 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 
8.0 Hz, 1H), 7.74 (dd, J = 8.0, 8.0 Hz, 1H), 7.68 (d, J = 8.0 Hz, 1H), 7.55 (dd, J = 





CH 3 
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8.0, 8.0 Hz, 1H), 7.20 (dd, J = 8.0, 7.5 Hz, 1H), 6.93 (dt, J = 16.0, 7.0 Hz, 1H), 
6.90-6.75 (m, 3H), 5.80 (d, J = 16.0 Hz, 1H), 5.38 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 
2.61 (t, J = 7.5 Hz, 2H), 2. 18 (dt, J = 7.0, 7.0 Hz, 2H), 1.76 (m, 2H), 1.29 (t, J = 7.0 
Hz, 3H) 0 

5 

m mn i (43) 

2 - (3- ( (2E) - 3- (4-W7i-*) - 2 - 7*D^^;^^-^ 
vO 7 3.=-)V* Tin- Or) g£gg • ^iv^t.'tjv 



TLC : Rf 0.57 (^^r-9-> : g^^-i.^;u=4 : 1) ; 

NMR (CDC1 3 ) : 8 7.33 (d, J = 8.0 Hz, 2H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 7.14 (d, 

J = 8.0 Hz, 2H), 6.83-6.95 (m, 3H), 6.71 (d, J = 16.4 Hz, 1H), 6.36 (dt, J = 16.4, 5.8 
15 Hz, 1H), 4.70 (d, J = 5.8 Hz, 2H), 3.80 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.59 (t, J 
= 7.2 Hz, 2H), 1.54-1.68 (m, 2H), 1.23-1.35 (m, 4H), 0.89 (t, J = 6.6 Hz, 3H) C 

mrn w i (44) 

4- (2- (4 —jruu- 2 - h V y^lru* ^ju^-j >; y- 6 -jfr* Y * 

20 v) 7x-Jl/) y& • * ^-)VJu^y-)V 
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TLC : Rf 0.58 : B^^^^=4 : 1) ; 

NMR (CDC1 3 ) : d 8.40 (d, J = 1.4 Hz, 1H), 8.28 (d, J = 8.6 Hz, 1H), 7.95 (dd, J = 

5 8.6, 1.4 Hz, 1H), 7.85 (s, 1H), 7. 16-7.26 (m, 2H), 6.91-6.98 (m, 2H), 5.34 (s, 2H), 
3.63 (s, 3H), 2.80 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H), 2.02 (tt, J = 7.6, 7.6 
Hz, 2H) 0 

mukM 1 u 5 ) 

10 2 - ( (2 Z) -3 - (3 - (^yj>-2-^;V^h^v) 7x-jl/) - 2 



15 TLC : Rf 0.76 : > = 1 : 1) ; 

NMR (CDCI3) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.25 (dd, J = 8.0, 8.0 Hz, 1H), 6.95 (s, 1H), 
6.93 (d, J =8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.58 (dd, J = 11.5, 1.5 Hz, 1H), 
20 5.71 (dt, J = 11.5, 8.0 Hz, 1H), 5.39 (s, 2H), 3.57 (s, 3H), 3.47 (dd J = 8.0, 1.5 Hz, 
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2H), 3.16 (s, 2H) 0 
(4 6) 

6- (3- (^y , J>-2-'f ;i/^f;vft) 7i-^) • 

5 X^f^ 




tlc : Rf 0.44 (S^^^^-;w : ^.^•9-> = i : 3) ; 

10 NMR (CDC1 3 ) : 5 8.07 (d, J = 8.5 Hz, 1H), 8.04 (d, J = 8.5 Hz, 1H), 7.77 (d, J = 

8.0 Hz, 1H), 7.69 (ddd, J = 8.5, 8.5, 1.5 Hz, 1H), 7.52 (d, J = 8.5 Hz, 1H), 7.52 (d, J 
= 8.5 Hz, 1H), 7.25-7.00 (m, 3H), 6.94 (ddd, J = 7.0, 1.5, 1.5 Hz, 1H), 4.43 (s, 2H), 
3.66 (s, 3H), 2.49 (t, J = 7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 2H), 1.70-1.40 (m, 4H), 
1.27 (m, 2H) 0 

15 

mmmi u d 

2- (3- (3- ( (2E) -3- (4 -s<y?-)V7 - 2 - 7*n^- 



H 3 C 



20 




TLC : Rf 0.60(^^r-9"> : @^^ac^;i/=4 : 1) ; 
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NMR (CDa 3 ) : d 7.33 (d, J = 8.0 Hz, 2H), 7.20 (m, 1H), 7.14 (d, J = 8.0 Hz, 2H), 

6.67-6.80 (m, 4H), 6.37 (dt, J = 16.0, 5.6 Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.73 (s, 
3H), 3.22 (s, 2H), 2.55-2.74 (m, 6H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 1.54-1.66 (m, 
2H), 1.26-1.35 (m, 4H), 0.89 (t, J = 6.9 Hz, 3H) C 

5 

**W1 (48) 

2 - (5— (*■>"; >- 2 ->f -1, 2, 3, 



10 




1TjC:Rf 0.33 (S^^J.^-^ : ^^r^> = l : 3) ; 

NMR (CDC1 3 ) : d 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd. J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.70 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.04 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.71 (s, 3H), 3.15-1.95 (m, 
8H),1.56 (m, 1H) 0 

&mm 1 (49) 

20 4 - (5- J U y- 2 ->f h^rv) -1, 2, 3, 4-rl<7fcKn 
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TLC : Rf 0.60 : > = 1 : 2) ; 

NMR (CDC1 3 ) : d 8.18 (d, J = 8.0 Hz, 1H), 8.07 (dd, J = 8.0, 1.5 Hz, 1H), 7.82 

5 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.6, 1.5 Hz, 1H), 7.59 (d, J = 8.0 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.71 (d, J = 
8.0 Hz, 1H), 6.71 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.15-2.60 (m, 3H), 
2.55-2.30 (m, 1H), 2.35 (t, J =7.5 Hz, 2H), 2.00 (m, 1H), 1.85-1.60 (m, 3H), 1.55- 
1.30 (m, 3H) 0 

10 

mmmi (so) 

2- (7- >- 2 -4 h*v) -1, 2, 3, 4— fh^fcKn 



15 




TLC : Rf 0.27 (g£$tx^;W : ^^y = i ; 5) ; 

NMR (CDCI3) : S 8. 17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.81 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
20 1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.79 (dd, J = 8.0, 
3.0 Hz, 1H), 6.71 (d, J = 3.0 Hz, 1H), 5.34 (s, 2H), 3.69 (s, 3H), 2.90-2.70 (m, 3H), 
2.55-2.10 (m, 4H), 1.91 (m, 1H), 1.44 (m, 1H)» 
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3 - (6 - 'J >- 2 -4 h^rv) -1, 2, 3, 4-f>7tKn 




tlc : Rf o.88 (tR: * 9 j—h* : ^na*w=i : 10 : ioo) ; 

NMR (CDC1 3 ) : $ 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.70 (m, 3H), 
2.41 (t, J = 7.5 Hz, 2H), 2.38 (m, 1H), 1.89 (m, 1H), 1.80-1.60 (m, 3H), 1.38 (m, 
1H) 0 

15 

&mm 1 (52) 

4- (7- >-2 -4 fr* h*v) - 1, 2, 3> 4-f F5tKD 



20 
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TLC : Rf 0.43 <&WLX- J f- I ^^"f > = 1 : 3) ; 

NMR (CDC1 3 ) : d 8.17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.98 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
5 2.5 Hz, 1H), 6.72 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.65 (m, 3H), 
2.36 (dd, J = 16.0, 10.0 Hz, 1H), 2.33 (t, J = 7.5 Hz, 2H), 2.00-1.60 (m, 4H), 1.50- 
1.20 (m, 3H) 0 

mmmi (5 3) 

10 6- (*/"J^-2->fWh*'» -1, 2, 3, 4-fh7kKnt7? 




15 TLC : Rf 0.35 I > = 1 : 3) ; 

NMR (CDC1 3 ) : 8 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 8.0Hz, 1H), 6.81 (dd, J = 8.0, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.71 (s, 3H), 3.05-2.60 (m, 5H), 
20 2.17 (m, 1H), 1.83 (m, 1H) C 

mmm 1 (54) 

2- (8- (+yj>-2-'f;M h^rv) -1, 2, 3, 4-fF5tFn 
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TLC : Rf 0.43 (3fc '. * 9 S - \ ? D n * )U A = 1 : 10 : 100) I 
5 NMR (CDC1 3 ) : $ 8.22 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.83 (d, J = 8.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.78 (d, J = 
8.0 Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.81 (m, 1H), 3.69 (s, 3H), 2.95 
(dd, J = 15.0, 2.5 Hz, 1H), 2.85-2.75 (m, 2H), 2.49 (dd, J = 15.0, 11.0 Hz, 1H), 
10 1.95-1.75 (m,4H) 0 

1(55) 

8- ( + ;T/-2-^Mh^y) -1, 2, 3. 4 -x h 9 k: Kn -fy * 

uy-2 — 4 frii )\"$y$k • )v 




TLC : Rf 0.47 (6fcB£.x. ;i/ \ v\^hj-> = i \ 3) ; 

NMR (CDCI3) : S 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 
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(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.06 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.06 (dd, J = 8.0, 8.0Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.76 (s, 3H), 3.28 (dd, J = 17.0, 
4.5 Hz, 1H), 3.00-2.65 (m, 4H), 2.21 (m, 1H), 1.89 (m, 1H) D 

5 

mmimi (5 6) 

3- (8- (*; , J>-2-'fWb*y) -1, 2, 3, 4-fh7HKti 



10 




°^CH 3 



TLC : Rf 0.46 (Bt^^-^ : ^#+>-> = i : 3) ; 

NMR (CDCl 3 ) : d 8.21 (d, J = 8.5 Hz, lH), 8.08 (dd, J = 8.0, l.O Hz, 1H), 7.84 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0Hz, 1H), 6.73 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.68 (s, 3H), 3.12 (dd, J = 17.0, 
4.5 Hz, 1H), 2.90-2.75 (m, 2H), 2.49 (t, J = 7.5 Hz, 2H), 2.31 (dd, J = 17.0, 9.0 Hz, 
1H), 2.00-1.70 (m, 4H), 1.42 (m, 1H) Q 

20 mmm 1 (57) 

3- (5- (^f^V>-2-'fWh + y) -1, 2, 3, 4-rh7tKn 
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TLC : Rf 0.42 (Rsflfcx-^il/ : ^^-9-^ = 1 : 3) ; 

NMR(CDC1 3 ): S 8.19 (d, J = 8.5 Hz, 1H), 8.06 (d, J = 8.0 Hz, 1H), 7.83 (dd, J = 

5 8.0, 1.0 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.70 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.08 (dd, J = 8.0, 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 
6.74 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.00-2.70 (m, 3H), 2.43 (dd, J = 
7.0, 2.0 Hz, 1H), 2.39 (d, J = 7.0 Hz, 1H), 2.20-1.60 (m, 6H) G 

10 1 (58) 

3- (7- (^y'JV-a-'fWh^y) -1, 2, 3, 4-fF7tKD 




TLC : Rf 0.37 <gflfL3- J f- I ^^> = 1 I 3) ; 

NMR (CDCI3) : d 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.88 (d, J = 2.5 
20 Hz, 1H), 6.79 (dd, J = 8.5, 2.5 Hz, 1H), 5.36 (s, 2H), 3.65 (s, 3H), 2.75 (m, 1H), 
2.67 (t, J = 5.5 Hz, 2H), 2.41 (ddd, J = 15.0, 7.0, 2.5 Hz, 1H), 2.29 (ddd, J = 15.0, 
7.0, 1.5 Hz, 1H), 2.20-1.55 (m, 6H) C 
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mmm 1 (59) 

2 - (3 - y V > - 7 - >f A/* Hf-» 7 . >t ^ 



TLC : Rf 0.41 : g^^^;i/ = i : 1) ; 

MS (APCI, Pos. 40 V) : 354 (M+H)+ 0 

10 

^ mm-v (2) 

15 jgjifcgB2 

(5EZ) - 6- (3 - 2-4 fr* h*zs) y^—fr) -5-^ 



tlc : Rf o.64 (^^r-9-> : g^is^-f-;w=2 : 1) ; 

NMR (CDQ 3 ) : S 8.19 (1H, d, J=8.6 Hz), 8.08 (1H, d, J=8.2 Hz), 7.83 (1H, d, 





CH 3 
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J=8.2Hz), 7.76 (1H, m), 7.68 (1H, d, J=8.6 Hz), 7.55 (1H, t, J=6.8 Hz), 7.22 (1H, 
dd, J=15.6, 7.8 Hz), 7.06-6.82 (3H, m), 6.42 (1/2H, d, J=15.8 Hz), 6.40 (1/2H, d, 
J=10.0Hz), 6.16 (1/2H, dt, J=6.6, 15.8 Hz), 5.58 (1/2H, dt, J=7.4, 10.0 Hz), 5.39 
(2H, s), 3.66 and 3.63 (3H, s), 2.40-2.16 (4H, m), 1.89-1.63 (2H, m) e 



3t*fcgl2 (1) 

(5EZ) - 6- (2 - (4yV>-2-^;M h+y) -5-^ 



TLC : Rf 0.63 (^^r-9-> ! l^^^-?-^ = 2 : 1) ; 
MS (apci, Pos., 40 V) : 362 (M+H)+„ 

15 &ttiM2 (2) 

(5EZ) -6 - (4 - (^;'J>-2-^M^y) 7xi)l/) -5-^ 



5 



10 





N 



O 




20 



TLC : Rf 0.62 (^^r^^ : St^^f L ;v=2 : 1) ; 



WO 99/11255 PCT/JP98/03760 
MS (apci, Pos., 40 V) : 362 (M+H)+ 0 

6- (3 - ( + >"J>-2-'f;V^ 7x-*) ^^r>9->^ 

5 




nt&n i ■eM&Ltzit&m (4.69 g) <r>*>? ;-)\> d30m i ) mm-. 

T> 2NjfcHMfc^h , Jtf<Mcj&»t (21 ml) £2jDx., l B# P^M'St L£ 0 £0&?1 
10 2 Ni&m (21 m 1 ) T+fP Lfc&, MEET;* * y -^£®*U ^ 

(^■*> :»»i"f-^=2: l— ftM^f-^) till, Tffiftteft 

*»9Mk^ (3.79 g) 
15 TLC : Rf 0.37 (^^^ > I g^^^;V = l : 1) ; 

NMR (CDC1 3 ) : a 8.20 (1H, d, J=8.2Hz), 8.11 (1H, d, J=8.8Hz), 7.68-7.85 (3H, 

m), 7.51-7.59 (1H, m), 7.18 (1H, dd, J=7.8, 7.8Hz), 6.76-6.89 (3H, m), 5.40 (2H, s), 
2.59 (2H, t, J=7.4Hz), 2.33 (2H, t, J=7.4Hz), 1.55-1.78 (4H, m), 1.31-1.42 (2H, m) 0 

20 ac*fc«3 (1) -3 (6 0) 

mmmi en -nmmi (39) , ^wji (41) (43), 
mmm 1 (45) -mmm 1 ( 5 9 ) & x v?mmm 2-2 ( 2 ) tmm Ltzit 

&m t . 3 t mM<v S &o ©S^ fcti-f £ i KX i) , TIB o^BJit^ 
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g*fc«!3 (1) 

6- (3- !✓>- 2 -'Ol^ h*->) 7i-*) 'Mr*:' 16 




TLC : Rf 0.28 UU*)1/A : ;* * y — ;P=20 I 1) 

NMR (CDC1 3 ) : 8 7.92-7.78 (4H, m), 7.58-7.42 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

6.75 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.6Hz), 2.33 (2H, t, J=7.4Hz), 1.75-1.52 
10 (4H, m), 1.46-1.22 (2H, m) 0 

6- (3-'<>vWv'7x-;l') ^3r-^>B& 



15 




TLC : Rf 0.32(^an^;l/A : ^ ?S-)\s=20: 1) ; 

NMR (CDCI3) : d 7.48-7.26 (5H, m), 7.25-7. 12 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 2.59 (2H, t, J=7.6Hz), 2.34 (2H, t, J=7.5Hz), 1.78-1.52 (4H, m), 1.46-1.28 
20 (2H, m) 0 

m nwd (3) 
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6- (3- (tf 'J s Jy- 2 Y*'y) 7jc-;u) ^**yy& 




5 TLC : Rf 0.23 (^UD/til'A ; 9 J — ;l'=20 \ 1) J 

NMR (CD0 3 ) : 5 8.61 (1H, d, J=5.2Hz), 7.74 (1H, dt, J=7.6, 1.8Hz), 7.55 (1H, d, 

J=7.6Hz), 7.29-7. 13 (2H, m), 6.87-6.74 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.4Hz), 
2.34 (2H, t, J=7.2Hz), 1.79-1.53 (4H, m), 1.46 -1.25 (2H, m) e 

10 3g*fcflJ3 (4) 

(2E) -3- (2- F^y) "7 




o 

15 

tlc : Rf 0.47 nu*;i/A : x ^y-;i/ = io: l) ; 

NMR (d 6 -DMSO) : S 12.5-12.1 (1H, br), 8.45 (1H, d, J=8.5Hz), 8.10-7.96 (2H, 

m), 7.98 (1H, d, J=16.2Hz), 7.85-7.58 (4H, m), 7.37 (1H, dt, J=7.8, 1.8Hz), 7.18 
(1H, d, J=7.8Hz), 7.01 (1H, t, J=7.5Hz), 6.65 (1H, d, J=l 6.2Hz), 5.50 (2H, s) Q 

20 

^mm3 (5) 
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(2 E) - 3 - (3 - V >- 2 Hfi/) 



TLC : Rf 0.38 nn*;l/A : ^ ^ y -;l/ = io : 1) ; 

NMR (d 6 -DMSO) : d 12.6-12.2 (1H, br), 8.43 (1H, d, J=8.4Hz), 8.09-7.95 (2H, 

m), 7.86-7.58 (2H, m), 7.71 (1H, d, J=8.4Hz), 7.57 (1H, d, J=16.0Hz), 7.46 (1H, br), 
7.41-7.24 (2H, m), 7.12 (1H, d, J=8.0Hz), 6.57 (1H, d , J=16.0Hz), 5.43 (2H, s) 0 

(6) 

(2E) -3- (4 - (*>"J > - 2 - 4 /I'J* h*v) y ol=.)V) -2-7"n 



TLC : Rf 0.41 (^nn*;i/A : y ?y-;b = io : 1) ; 

NMR (d 6 -DMSO) : $ 12.4-12.1 (1H, br), 8.42 (1H, d, J=8.6Hz), 8.08-7.96 (2H, 

m), 7.80 (1H, dt, J=7.5, 1.6Hz), 7.71-7.60 (2H, m), 7.65 (2H, d, J=8.6Hz), 7.54 (1H, 
20 d, J=16.0Hz), 7.11 (2H, d, J=8.6Hz), 6.38 (1H, d, J=l 6.0Hz), 5.43 (2H, s) D 
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3- (2- y- 2 n>* h**>) 7jc — /u) -/n^>g£ 




o 



5 



TLC:Rf 0.28 nn*;;l/A : ^ ^ y -;i/ = i5 I 1) ; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.81 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.26- 
7.11 (2H, m), 6.96-6.86 (2H, m), 5.42 (2H, s), 3.12 (2H, t, J=7.8Hz), 2.78 (2H, t, 
10 J=7.8Hz)o 

ac*fcW3 (8) 

3- (3- (^; , J>-2-'fWF^-» -7aL-;u) zfu^yM 



TLC : Rf 0.32 nn*;VA : * ? J -;i/ = 15 : 1) ; 

NMR (CDCI3) : d 8.20 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.2Hz), 7.82 (1H, d, 

J=8.0Hz), 7.78-7.68 (1H, m), 7.69 (1H, d, J=8.6Hz), 7.55 (1H, t, J=8.2Hz), 7.20 (1H, 
. 20 t, J=7.8Hz), 6.93 (1H, br), 6.89-6.79 (2H, m), 5.38 (2H, s), 2.95 (2H, t, J=7.6Hz), 
2.68 (2H, t, J=7.6Hz) 0 



15 
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(9) 

3- (4- y 'J >- 2 ->f^/> h^rv) yoAV^ 




O 



TLC : Rf 0.34(^na>^;UA : ^ ^y-;l/ = is : 1) ; 

NMR (CDC1 3 ) : 8 8.19 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=8.2Hz), 7.78-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.2Hz), 7.14 (2H, 
10 d, J=8.6Hz), 6.94 (2H, d, J=8.6Hz), 5.36 (2H, s), 2. 91 (2H, t, J=7.6Hz), 2.65 (2H, t, 
J=7.6Hz) 0 

mmm3 a a) 

6 - (4 - (3r7 'J >-2 -4 h^is) 1 ^^r^>^ 

15 



TLC : Rf 0.41 (^no*;i/A : ? j -fl/=is : l) ; 

NMR (CDCI3) : d 8.19 (1H, d, J=8.2Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

20 J=8.2Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.2Hz), 7.54 (1H, t, J=7.0Hz), 7.08 (2H, d, 
J=8.8Hz), 6.93 <2H, d, J=8.8Hz), 5.37 (2H, s), 2.54 (2H, t, J=7.5Hz), 2.35 (2H, t, 




122 



WO 99/11255 



PCT/JP98/03760 



J=7.5Hz), 1.76-1.51 (4H, m), 1.46-1.28 (2H, m) 0 

mmm 3 (11) 

6 - (2 - (^yj>-2-'f;M h + y) 7x-^) 

5 

O 




tlc : Rf 0.51 : @fc$^f-^=i : D ; 

NMR (CDCI3) : d 8.21 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

10 J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.21-7.07 (2H, 
m, Ph), 6.95-6.85 (2H, m), 5.40 (2H, s), 2.76 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 
1.71 (4H, m), 1.56-1.36 (2H, m) Q 

15 (5EZ) -6- (3- ( + ; , J>-2-^Mf^y) y^-fr) -5-^ 




20 TLC : Rf 0.27, 0.20 n n *;i/A : * * J -/1/ = 15 : 1) ; 

NMR(CDC1 3 ): d 8.26-8.07 (2H, m), 7.82 (1H, d, J=8.2Hz), 7.80-7.65 (2H, m). 
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7.55 <1H, t, J=7.5Hz), 7.29-7.15 (2H, m), 7.08-6.99 (1H, m), 6.98-6.80 (2H, m), 
6.42 and 6.36 (1H, m), 5.42 and 5.41 (2H, s), 2.51-2.18 (4H, m), 1.91-1.68 (2H, m) Q 

mmn 3 (13) 

5 (5EZ) -6 - (2- >; y- 2 -4 7x-;w) -5-^ 



10 TLC : Rf 0.41 nn^A : * ? J -;U = 15 : 1) ; 

NmR (CDCI3) : 8 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.87-7.61 (3H, 

m), 7.59-7.40 (2H, m), 7.24-7.08 (1H, m), 6.99-6.82 (2+0.67H, m), 6.69 (0.33H, d, 
J=11.6Hz), 6.23 (0.67H, dt, J=16.0, 7.0Hz), 5.73 (0.3 3H, dt, J=11.6, 7.5Hz), 5.42 
and 5.39 (2H, each s), 2.50-2.27 (4H, m), 1.96-1.72 (2H, m) e 



mmma n 4) 

(5EZ) -6- (4- >; y- 2 -A A>* -7x.=.)V) - 5 



**ym 




20 
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TLC : Rf 0.36(^nn^;i/A : ^ ^y-;P = i5 : 1) ; 

NMR (CDCI3) : 8 8.19 (1H, d, J=8.6Hz), 8.11 (1H, d, J=8.6Hz), 7.82 (1H, d, 

J=8.0Hz), 7.79-7.62 (2H, m), 7.55 (1H, t, J=8.0Hz), 7.26 and 7.20 (2H, each d, 
J=8.8Hz), 6.98 and 6.95 (2H, each d, J=8.8Hz), 6.38 (0.33H, d, J=11.4Hz), 6.34 
5 (0.67H, d, J=16.0Hz), 6.03 (0.67H, dt, J=16.0, 6.8Hz), 5.54 (0.33H, dt, J=11.4, 
7.2Hz), 5.39 (2H, s), 2.47-2.17 (4H, m), 1.90-1.70 (2H, m) 0 

4- (2- (*>"J y~ 2 -4** h^rv) 7x/^fy) 79 >ffi. 

10 



TLC : Rf 0.25 (^*-9"> I ft»if)l' = l I 1) ; 

NMR (CDCI3) : d 8.20-8.27 (2H, m), 7.85 (1H, dd, J=8.0, 1.2Hz), 7.75 (1H, ddd, 

15 J=8.4, 7.0, 1.4Hz), 7.54-7.63 (2H, m), 6.83-7.04 (4H, m), 5.39 (2H, s), 4.16 (2H, t, 
J=5.5Hz), 2.59 (2H, dd, J=6.4, 4. 4Hz), 2.21-2.33 (2H, m) 0 

mmm 3 ( 1 6 ) 

5- (2- (*>"J >- 2 ->f )\>* h^v) 7jcy^v) so?y& 

20 




o 
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O^OH 




tlc : Rf 0.20 (^^-9- > : &M^fl'=\ : 1) ; 

NMR (CDC1 3 ) : 3 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.68-7.84 (3H, 

5 m), 7.53 (1H, ddd, J=8.4, 6.0, 1.4Hz), 6.81-7.01 (4H, m), 5.42 (2H, s), 4.09 (2H, t, 
J=5.9Hz), 2.51 (2H, t, J=6.7Hz), 1. 86-1.98 (4H, m) 0 

Sgfifcffll 3 (17) 

2- (3- (3- (^;T/-2-^Mh + -» 7ai*) yn^^y) gj= 

10 m 



tlc : Rf 0.53 n n*;i/A : ^ ^ y -;u=3 : l) ; 

15 NMR (CDCI3) : $ 8.22 (1H, d, J=9.2Hz), 8.16 (1H, d, J=9.2Hz), 7.69-7.85 (3H, 

m), 7.56 (1H, ddd, J=7.0, 7.0, 1.0Hz), 7.19 (1H, dd, J=7.8, 7.8Hz), 6.78-6.96 (3H, 
m), 5.42 (2H, s), 4.09 (2H, s), 3.53 (2H, t, J=6.2Hz), 2.69 (2H, t, J=7.3Hz), 1.92 
(2H, m) 0 

20 mmm3 (is) 
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5 TLC : Rf 0.41 > &M^)l' = l : 1) ; 

NMR(CDC1 3 ) : 5 8.26 (1H, d, J=8.6Hz), 8.15 (1H, d, J=8.6Hz), 7.81-7.88 (2H, 

m), 7.74 (1H, ddd, J=8.4, 7.0, 1.8Hz), 7.51-7.59 (1H, m), 6.80-7.04 (4H, m), 5.49 
(2H, s), 4.07 (2H, t, J=6.0Hz), 2.38 ( 2H, t, J=6.9Hz), 1.38-1.94 (8H, m) 0 

io mmm 3 (19) 

4- (2- (4-'<>f^>y>t + y) y^y^-i/) 7?>& 



H 3 C 




O 



15 TLC : Rf 0.39 (^^-^ > I WfM^^ = 1 I 1) ; 

NMR (CDC1 3 ) : d 7.35 (2H, d, J=8. 1Hz), 7. 18 (2H, d, J=8. 1Hz), 6.87-6.97 (4H, 

m), 5.07 (2H, s), 4.08 (2H, t, J=6.0Hz), 2.60-2.64 (4H, m), 2.04-2.21 (2H, m), 1.53- 
1.68 (2H, m), 1.26-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 

20 mmm 3 (20) 

5- (2- (4-^>fM>yW^y) 7x^y) ^>:?>g£ 
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H 3 C 




TLC : Rf 0.45 : ffi»ifA' = l 1) I 

5 NMR (CDC1 3 ) : d 7.34 (2H, d, J=8.0Hz), 7.17 (2H, d, J=8.0Hz), 6.82-6.98 (4H, 

m), 5.08 (2H, s), 4.05 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.6Hz), 2.46 (2H, t, J=7.0Hz), 
1.83-1.94 (4H, m), 1.53-1.69 (2H, m), 1.25-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) G 

^fifcffll 3(21) 

10 7— (2— (4 — ^>-f;v^>y;i/t^v') y^;*cis) ^ypyfig. 



TLC : Rf 0.54 I Sfcj^c ;l/ = 1 : 1) ; 

15 NMR (CDCI3) : 8 7.35 (2H, d, J=8.2Hz), 7.17 (2H, d, J=8.2Hz), 6.81-6.96 (4H, 

m), 5.09 (2H, s), 4.02 (2H, t, J=6.6Hz), 2.59 (2H, t, J=7.7Hz), 2.35 (2H, t, J=7.5Hz), 
1.25-1.90 (14H, m), 0.88 (3H, t, J=6.7Hz) D 

mmm 3 (22) 
20 5- (3- »; y- 2 71;^) 
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TLC : Rf 0.61 (gfcS£jL^;l/ : s\*-f > =2 : 1) ; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.12 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

5 J=8.5, 1.5Hz), 7.74 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.5, 8.5, 1.0Hz), 7.18 (1H, t, J=7.5Hz), 6.90- 6.75 (3H, m), 5.40 (2H, s), 
2.65-2.50 (2H, m), 2.45-2.30 (2H, m), 1.75-1.55 (4H, m) 0 

mmm 3 (23) 

10 2- (3- (3- 'J >- 2 -4 )V* V* v) y^-)V) ynn>f^) 




15 TLC : Rf 0.49 (&&^?-)V) ; 

NMR ( d 6-DMSO) : d 8.39 (1H, d, J=8.4Hz), 7.95-8.02 (2H, m), 7.77 (1H, ddd, 

J=7.0, 7.0, 1.4Hz), 7.56-7.67 (2H, m), 7.18 (1H, dd, J=7.7, 7.7Hz), 6.76-6.92 (3H, 
m), 5.33 (2H, s), 3.18 (2H, s), 2.50-2.64 (4H, m), 1.75- 1.89 (2H, m) 0 

20 mmm 3 (24) 

5 - ( 7 - s v y- 2 -4 h *v) - 3 , 4 Knt7f;v) ^? 
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TLC : Rf 0.24(^^r-9-> I S^S?^^^=2 : 1) ; 
5 NMR ( d 6 -DMSO) : d 8.39 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.56-7.68 (2H, m), 7.04 (1H, d, 
J=8.0Hz), 6.79-6.90 (2H, m), 5.84 (1H, t, J=4.4Hz), 5.35 (2H, s), 2.55 (2H, t, 
J=7.8Hz), 2.32 (2H, t, J=7.2Hz), 2.08-2.15 (4H, m), 1.32-1.50 (4H, m) c 

10 3 (25) 

5- (7- (^f/'J>-2-'f;M f^v) -1, 2, 3, 4-f I^7HKn 
s<>?>$. 




15 

TLC:Rf 0.27 (^+-9-> : S^^^^=2 : 1) ; 

NMR ( d 6 -DMSO) : 8 8.38 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 

J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.64 (1H, d, J=8.4Hz), 7.55-7.63 (1H, 
m), 6.92 (1H, d, J=8.6Hz), 6.73-6.84 (2H, m), 5.31 (2H, s), 2.54-2.64 (3H, m), 2.14 
20 (2H, t, J=7.4Hz), 1.23-1.74 (10H, m) e 
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6- (3- (3-7x^7'o^y) 7x^;i/) 




5 TLC : Rf 0.30 n U I * ? y -;w=30 : 1) ; 

NMR (CDC1 3 ) : $ 7.35-7.11 (6H, m), 6.79-6.66 (3H, m), 3.96 (2H, t, J=6.5Hz), 

2.81 (2H, t, J=7.5Hz), 2.58 (2H, t, J=7.5Hz),2.35 (2H, t, J=7.5Hz),2. 18-2.01 (2H, 
m), 1.76-1.53 (4H, m), 1.48-1.29 (2H, m) 0 

10 ^MM 3 (27) 

7 - (3 - >-2 ->f 7 3L-)U) 




15 TLC : Rf 0.44 (tK- I 9 J — ft* \ :?nnzh;l/A = l : 10 : 100) \ 

NMR (CDCI3) : S 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.82 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.18 (1H, m), 6.90- 
6.75 <3H, m), 5.40 (2H T s), 2.57 (2H, t, J=7.5Hz), 2.34 ( 2H, t, J=7.5Hz), 1.75-1.40 
(8H, m) 0 

20 

*.nms (28) 

(3EZ) -6- (3- U y- 2 ->f fr* 7i-*) -3-^ 
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5 TLC : Rf 0.37 (tK I * 9 S ~ I ? & n * ;U A = 1 ; 10 : 100) ; 

NMR (CDC1 3 ) : £ 8.25-8.05 (2H, m), 7.95-7.50 (4H, m), 7.25-7. 15 (1H, m), 6.95- 

6.75 (3H, m), 5.70-5.40 (2H, m), 5.39 &5.37 (2H, s), 3. 10-3.00 (2H, m), 2.75-2.60 
(2H, m), 2.50-2.25 (2H, m) 0 

10 &mm 3 ( 2 9 ) 

2- (3- (3- ( + y^-2-^MKy) ~7*.=.)V) yotf;b^;w-7 




TLC : Rf 0.17 '. *7 J ~)U=3 1) ; 

NMR (CDCl 3 +CD}OD) : d 8.27 (1H, d, J=8.3Hz), 8.09 (1H, d, J=8.3Hz), 7.70- 

7.89 (3H, m), 7.59 (1H, ddd, J=8.0, 7.2, 0.8Hz), 7.23 (1H, m), 6.81-6.89 (3H, m), 
5.37 (2H, s), 3.68 (2H, s), 2.76-2.91 (4H, m), 2.14 (2H, m) 0 

mmm3 (3 0) 

2 - ( (2EZ) -3 - (3 - > - 2 - >f ^ b*«>) 7x-A') - 
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OH 



5 TLC : Rf 0.37 (^K I * * J I ? n U A = 1 : 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.22 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.70 (lH.d, J=8.5Hz), 7.56 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 7.10 (1H, m), 7.00-6.85 <2H, m),6.47 (1H, d, J= 16.0Hz), 6.17 (1H, dt, 
J=16.0, 7.5Hz), 5.41 (2H, s), 3.42 (2H, d, J=7.5Hz), 2.24 (2H, s) c 

10 

*mms (3 1) 

2 2 - (3 - (3 - V 2 - J )V* h*~>) -/ 



15 




TLC : Rf 0.58 (BfcBfc ^) ', 

NMR (CDCI3) : 8 8.26 (1H, d, J=8.4Hz), 8.19 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.0, 1.4Hz), 7.71-7.80 (2H, m), 7.53-7.61 (1H, m), 7.17 (1H, dd, J=7.9, 7.9Hz), 
20 7.03 (1H, m), 6.84 (1H, dd, J=8.1, 2.6Hz), 6.75 (1H, d, J= 7.9Hz), 5.53 (2H, s), 
2.62-2.72 (4H, m), 1.86 (2H, tt, J=6.6, 6.6Hz), 1.59 (6H, s)o 



133 



WO 99/11255 



PCT/JP98/03760 



mmm 3 (32) 

2 - (3 - »J >- 2 --f;u> h + y) TO 




OH 



TLC : Rf 0.52 (tK : *9 \ 9 n n * A = 1 : 10 ! 100) ; 

NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.81 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.24 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, m), 7.00-6.90 (2H, m), 5.40 (2H, s), 3.64 (2H, s)» 

mmma (33) 

4- (3- (+/VV-2->fWh*'» 



TLC : Rf 0.63 Ctft • * 9 J —fr I U = 1 : 10 '. 100) ; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.39 (2H, s), 2.65 (2H, t, J =7.5Hz), 2.35 (2H, t, 
20 J=7.5Hz), 1.95 (2H, m) 0 

mmm 3(34) 




15 
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(4 — 3.=-)V^ h^r-» -7 3.=- )V) ynv^gg 




5 TLC : Rf 0.51 (ft&^f-A') I 

NMR (CDC1 3 ) : S 7. 17-7.36 (5H, m), 6.79-6.84 (3H, m), 5.00 (2H, s), 2.94 (2H, 

t, J=7.7Hz), 2.57-2.71 (4H, m), 1.62 (2H, m), 1.28-1.35 (4H, m), 0.89 (3H, t, 
J=6.8Hz) 0 

10 asffifli 3 (35) 

5- (5- (+yj>-2-^Mt-+y) -3, 4-ytF*ot7f;l') ^ 




TLC : Rf 0.40 I * 9J—fr \ ^nn*;UA = i : 10 : 100) ; 

NMR (CDC1 3 ) : 5 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.84 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.12 (1H, dd, J=8.0, 
8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.85 (1H, d, J=8.0Hz), 5 .89 (1H, t, J=7.5Hz), 5.41 
20 (2H, s), 2.91 (2H, t, J=8.0Hz), 2.46 (2H, t, J=8.0Hz), 2.39 (2H, t, J=7.5Hz), 2.26 
(2H, m), 1.95-1.50 (4H, m)„ 



WO 99/11255 

3- (3- 
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3FfflKfll3 (3 6) 

5- (5- (^r/"J>-2-'f^> h^rv) -1, 2, 3, 4 — r h 5 K n 



TLC : Rf 0.40 : *9 ? o n *;l^2>, = i : io : 100) ; 

NMR (CDC1 3 ) : 5 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.07 (1H, dd, J=8.0, 
10 8.0Hz) r 6.82 (1H, d, J=8.0Hz), 6.73 (1H, d, J=8.0Hz), 5 .38 (2H, s), 3.00-2.65 (3H, 
m), 2.39 (2H, t, J=7.5Hz), 2.00-1.30 (10H, m) 0 

*mm3 o 7) 

5- (4- (2- (1-7 9 V>-2 -7jl-;U) 



TLC : Rf 0.56 nn*;UA : * ?y-^=20 II); 

NMR (CDCl 3 ) : S 7.90-7.70 (4H, m), 7.50-7.40 (3H, m), 7.05 (2H, d, J = 7.5 Hz), 

20 6.85 (2H, d, J = 7.5 Hz), 4.25 (2H, t, J = 7 Hz), 3.25 (2H, t, J = 7 Hz), 2.55 (2H, t, J 
= 7 Hz), 2.35 (2H, t, J = 6.5 H z), 1.80-1.50 (4H, m) 0 



5 
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Sg*fc01l3 (3 8) 

2- (6- 2 ->f JU* h^fv) -1, 2, 3, 4-f h7tKn 



TLC : Rf 0.41 \ * 9 J —fr ?DDm = l I 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.11 (1H, dd, J=8.0, 1.5Hz), 7.83 (1H, 

dd, J=8.0, 1.5Hz), 7.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.68 (1H, d, J=8.5Hz), 7.55 
10 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.11 (1H, d, J=8.5Hz), 6.82 (1H, dd, J=8.5, 8.5Hz), 
6.75 (1H, d, J=8.5Hz), 5.37 (2H, s), 3.31 (1H, m), 2.74 (1H, dd, J=5.0, 15.0Hz), 
2.73 (2H, m), 2.55 (1H, dd, J=9.0, 15.0Hz), 2.00-1.65 (4H, m) Q 

mm n 3(39) 

15 2- (3- (4 -^>f-^7jt — h^v) 7jl-A>) 



TLC : Rf 0.52 on*;i/A : * jrj — ;i/=9 : l) ; 
20 NMR (CDCI3) : 8 7.40-7.15 (5H, m), 6.95-6.85 (3H, m), 5.00 (2H, s), 3.65 (2H, 




5 



O 
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s), 2.60 (2H, t, J = 7.5 Hz), 1.60 (2H, m), 1.45-1.20 (4H, m), 0.90 (3H, t, J = 6.5 Hz) 
mmM 3 (40) 

6- (3- (+y V >-3 -4 fr* 7 zc=-)V) 

5 




tlc : Rf 0.36 n u*;pa : ^ ^ y — ;i/ = i5 : i) ; 

NMR (CDC1 3 ) : S 9.02 (1H, d, J=2.0Hz), 8.25 (1H, br), 8.15 (1H, d, J=8.5Hz), 

10 7.84 (1H, d, J=8.5Hz), 7.73 (1H, dt, J=2.0, 8.5Hz), 7.57 (1H, t, J=8.5Hz), 7.20 (1H, 
t, J=8.0Hz), 6.90-6.77 (3H, m), 5.27 (2H, s), 2.61 (2H, t, J=7.5Hz), 2.36 (2H, t, 
J=7.5Hz), 1.78-1.56 (4H, m), 1.48-1.26 (2H, m)o 

mmm3 (4 i) 

15 4 - (3 - ( ( 2 E) - 3 - ( 4 -^>f^7 - 2 - -fv^—fr* * 




20 TLC : Rf 0.68 (Bfc$.x^;i/) ; 

NMR (CDC1 3 ) : S 7.33 (2H, d, J=8.3Hz), 7.20 (1H, m), 7.13 (2H, d, J=8.3Hz), 
6.76-6.82 (3H, m), 6.71 (1H, dt, J=16.0, 1.2Hz), 6.36 (1H, dt, J=16.0, 5.6Hz), 4.67 
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(2H, dd, J=5.6, 1.2Hz), 2.66 (2H, t, J=7.3Hz), 2.59 (2H, t, J=7.8Hz), 2.38 (2H, t, 
J=7.3Hz), 1.97 (2H, tt, J=7.3, 7.3Hz), 1.61 (2H, m), 1.27-1.34 (4H, m), 0.89 (3H, t, 
J=6.7Hz) 0 

5 mmm 3 (4 2) 

4- (3- (^yV>-3-^;V^ h^y) 7x-^) 7?>M 




10 TLC : Rf 0.41 (B^a^;l/) ; 

NMR (CDCI3+CD3OD) : d 9.31 (1H, d, J=1.8Hz), 8.96 (1H, s), 8.66 (1H, d, 

J=8.0Hz), 8.06-8.19 (2H t m), 7.92 (1H, m), 7.27 (1H, m), 6.87-6.90 (3H, m), 5.43 
(2H, s), 2.67 (2H, t, J=7.4Hz), 2. 30 (2H, t, J=7.4Hz), 1.95 (2H, tt, J=7.4, 7.4Hz) G 

15 mmM3 (4 3) 

2 - (3 - (Z-S >- 2 -4 l>^v) 7x-JMWt) @t=@& 




N 




O 



OH 



20 TLC : Rf 0.45 n D : * ? J -;b = lO : 1) ; 

NMR (CDCI3+3 drops of CD3OD) : 8 8.21 (1H, d, J=8.4Hz), 8.06 (1H, d, 
J=8.4Hz), 7.67-7.85 (3H, m), 7.54 (1H, m), 7.22 (1H, dd, J=7.8, 7.8Hz), 6.88-7.04 
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(3H, m), 5.35 (2H, s), 3.79 (2H, s), 3.04 (2H, s) G 

(2E) -6- (3- >-2-4)l>* h^rv) ^^-2 

5 -^>B£ 




TLC : Rf 0.36 * 9 J -/U I ^ n n *^A = 1 : 10 : 100) ; 
10 NMR (CDC1 3 ) : 8 8.19 (d, J=8.0Hz, 1H), 8.12 (d. J=8.0Hz, 1H), 7.82 (d, 

J=8.0Hz, 1H), 7.73 (dd, J=8.0, 8.0Hz, 1H), 7.68 (d, J=8.0Hz, 1H), 7.53 (dd, J=8.0, 
8.0Hz, 1H), 7.19 (dd, J=7.0, 7.0Hz, 1H), 7.03 (dt, J=15.0, 7.0Hz, 1H), 6.90-6.75 
(m, 3H), 5.82 (d, J=15.0Hz, 1H), 5.40 (s, 2H), 2.61 (t, J=7.5Hz, 2H), 2.20 (dt, J=7.0, 
7.0Hz, 2H), 1.76 (m, 2H) e 

15 

&mm3 (45) 

2- (3- ( (2E) -3- (4-^>f^7x-*) - 2 -fv^-fr* * 



H 3 C 



20 




OH 



TLC : Rf 0.64(^nn^;i/A : ^^y-;i/=4: l) ; 
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NMR (CDCI3) : d 7.33 (2H, d, J=8.0Hz), 7.25 (1H, dd, J=7.8, 7.8Hz), 7. 14 (2H, 

d, J=8.0Hz), 6.83-6.95 (3H, m), 6.71 (1H, d, J=15.8Hz), 6.36 (1H, dt, J=15.8, 
6.0Hz), 4.69 (2H, d, J=6.0Hz), 3.83 (2H, s), 3.11 (2H, s), 2.59 (2H, t, J=7.6Hz), 
1.61 (2H, m), 1.26-1.35 (4H, m), 0.89 (3H, t, J=6.6Hz) Q 



&tism 3(46) 

2- ( (2Z) -3- (3- (*y';>-2-^;M h^y) 7 — -2 



TLC : Rf 0.40 (7^1 *9 J—fr\ ? n n = 1 : 10 : 100) ; 

NMR (CDCI3) : $ 8.35 (d, J = 8.5 Hz, 1H), 8. 12 (d. J = 8.0, 1.0 Hz, 1H), 7.91 (d, 

J = 8.5 Hz, 1H), 7.88 (dd, J = 8.0, 1.5 Hz, 1H), 7.76 (ddd, J = 8.0, 8.0 1.5 Hz, 1H), 
15 7.58 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.58 ( d, J = 1.5 Hz, 1H), 7.27 (dd, J = 7.5, 7.5 
Hz, 1H), 6.98 (dd, J = 7.5, 1.5 Hz, 1H), 6.84 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 1 1.0Hz, 
1H), 5.80 (dt, J = 11.0, 9.0Hz, 1H), 5.54 (s, 2H), 3.80 (d, J = 9 .OHz, 2H), 3.28 (s, 
2H) 0 

20 3 (47) 

6- (3- (+yv>-2-'fjv^f;i'f^) 7x-)i/) ^*-v->m. 



5 




10 



o 
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TLC:Rf 0.46 (^C : * 9 J—fo \ ^nu^;UA = l : 10 : 100) ; 

NMR (CDC1 3 ) : 8 10.50 (br., 1H), 8. 10 (d, J = 8.0 Hz, 1H), 8. 10 (dd. J = 8.0, 1.0 

5 Hz, 1H), 7.76 (dd, J = 8.0, 1.5 Hz, 1H), 7.68 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.54 (d, 
J = 8.0 Hz, 1H), 7.49 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 1.5, 1.5 Hz, 1H), 
7. 13 (d, J = 1.5, 1.5, 6.5 Hz, 1H), 7.09 (dd, J = 6.5, 6.5 Hz, 1H), 6.94 (ddd, J = 1.5, 
1.5, 6.5 Hz, 1H), 4.45 (s, 2H), 2.51 (t, J = 7.5 Hz, 2H), 2.31 ( t, J = 7.0 Hz, 2H), 
1.62 (m, 2H), 1.53 (m, 2H), 1.31 (m, 2H)» 

10 

mmiH 3(4 8) 

2- (3- (3- ( (2E) -3- (4 -^>f^7x-jb) - 2 -yn/<- 



H 3 C 



15 




OH 



tlc : Rf 0.42 00*w : * 9 J -;i/ = io : i) ; 

NMR (CDCI3) : S 7.33 (d, J = 8.2 Hz, 2H), 7. 11-7.24 (m, 3H), 6.67-6.82 (m, 4H), 

6.36 (dt, J = 16.0, 6.0 Hz, 1H), 4.68 (d, J = 6.0 Hz, 2H), 3.25 (s, 2H), 2.55-2.74 (m, 
20 6H), 1.60 (m, 2H), 1.27-1.35 (m, 4H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 0.89 (t, J = 6.6 
Hz, 3H) 0 
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mMiM 3 (49) 

2- (5- (^y'^-2-^;M h^fv) -l, 2, 3, 4-fh7tFD 



5 




TLC : Rf 0.40 (7ft I * J —JU ; ? n n =1 : 10 I 100) ; 

NMR (DMSO-d 6 ) : 5 8.41 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 7.5, 1.0 Hz, 1H), 

7.99 (dd, J =7.5, 1.5 Hz, 1H), 7.79 (ddd, J =7.5, 7.5, 1.5 Hz, 1H), 7.69 (d, J= 8.5 
10 Hz, 1H), 7.61 (ddd, J = 7.5, 7.5, 1.0 Hz, 1H), 7.03 (dd, J = 7.5, 7.5 Hz, 1H), 6.81 
(d, J = 7.5 Hz, 1H), 6.68 (d, J = 7.5 Hz, 1H), 5.35 (s, 2H), 3.05-2.75 (m, 2H), 2.75- 
2.35 (m, 2H), 2.29 (d, J = 7.0 Hz, 2H), 2.20-1.85 (m, 2H), 1.42 (m, 1H)„ 

&ttiM3 (5 0) 

15 4- (5- (*>"r/-2-'fWh+y) -1, 2, 3, 4-fb7tKn 




20 TLC:Rf 0.38 (tK I * 9 J — '. 9 n n ft A, A = 1 : 10 I 100) ; 

NMR (DMSO-d 6 ) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.02 (d, J = 8.0 Hz, 1H), 7.99 (dd, 
J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 
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7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.02 (dd, J = 8.0, 8.0 Hz, 1H), 6.80 (d, J = 8.0 Hz, 
1H), 6.68 (d, J = 8.0 Hz, 1H), 5.34 (s, 2H), 3.05-2.70 (m, 2H), 2.62 (m, 1H), 2.34 (m, 
1H), 2.24 (t, J = 7.0 Hz, 2H), 1.94 (m, 1H), 1.75-1.55 (m, 3H), 1.45-1.20 (m, 3H) G 

5 Sgflsflll 3 (5 1) 

2- (7- (*>"J>-2-'f A/* -1. 2, 3, 4-th7k:Kn 

-f-7 9 vy-2 -4 ;u) WpfSt 




10 

TLC : Rf 0.53 (yjt I * 9 J — A* : ? D n = 1 : 10 : 100) ; 

NMR (DMSO-d 6 ) : $ 8.40 (d, J = 8.5 Hz. 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.79 (dd, J 
15 = 8.5, 2.5 Hz, 1H), 6.67 (d, J = 2.5 Hz, 1H), 5.31 (s, 2H), 2.79 (dd, J = 4.5, 16.5 Hz, 
1H), 2.75-2.60 (m, 2H), 2.39 (dd, J = 10.0, 16.0 Hz, 1H), 2.26 (d, J = 7.0 Hz, 2H), 
2.08 (m, 1H), 1.86 (m, 1H), 1.37 (m, 1H) 0 

mwms (52) 

20 3 - (6 - (+; , JV-2-'fWl'^) -1, 2, 3, 4-rF7liKn 
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TLC : Rf 0.70 (tK : *9 J—Jl/\ n*;i/A=l : 10 : 100) ; 

NMR (DMSOd 6 ) : $ 8.39 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 1.0 Hz, 1H), 

5 7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 5.30 
(s, 2H), 2.80-2.65 (m, 3H), 2.30 (t, J = 7.5 Hz, 2H), 2.26 (m, 1H), 1.84 (m, 1H), 
1.75-1.45 (m, 3H), 1.28 (m, lH)o 

io ^mm 3 (53) 

4- (7- y-2 h+y) -l, 2, 3, 4-rb7tKn 

•r°7 9 Vy-2 -4)\>) f^^m. 




15 

TLC : Rf 0.58 (tK \ X 9 S — )l> \ ?nn*W = i ; io : 100) ; 

NMR (DMSO-de) : 8 8.40 (d, J = 8.0 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.0 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 
20 5.30 (s, 2H), 2.85-2.60 (m, 3H), 2.30 (dd, J = 16.0, 10.5 Hz, 1H), 2.30 (t, J = 7.5 Hz, 
2H), 1.86 (m, 1H), 1.75-1.50 (m, 3H), 1.40-1.20 (m, 3H) C 
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mmm (54) 

6- (^y; >- 2 -4 h -1, 2, 3, 4-fb5kKnt7i' 

5 




TLC : Rf 0.52 (^C : *9 J—Hs'. ^ n □ * A = 1 : 10 I 100) ; 

NMR (DMSO-d 6 ) : S 8.41 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

10 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.65 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 9.5 Hz, 1H), 6.85-6.75 
(m, 2H), 5.32 (s, 2H), 2.95-2.50 (m, 5H), 2.07 (m, 1H), 1.68 (m, 1H) Q 

3(55) 

15 2- (8- (^yj>-2-^WF^y) -1, 2, 3, 4-f l>7kKo 




20 TLC : Rf 0.59 (7K '. *7 J — )V ^D0^;l/i=i '. 10 I 100) 
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NMR (DMSad 6 ) : 8 12. 13 (br., 1H), 8.38 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 

1.0 Hz, 1H), 8.01 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.77 (d, J = 8.5 Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 
Hz, 1H), 6.86 (d, J = 8.0Hz, 1H), 6.70 (d, J = 8.0Hz, 1H), 5.37 (s, 2H), 3.60 (m, 
5 1H), 2.82 (dd, J = 15.5, 2.5 Hz, 1H), 2.80-2.60 (m, 2H), 2.32 (dd, J = 15.5, 11.0 
Hz, 1H), 1 .90- 1 .60 (m, 4H) 0 

mmm 3 (56) 

8- (+y 'J y - 2 -j)l>* h 3rv) -1, 2, 3, 4-rh7tFnt7? 
10 U>- 2 —<i iVfDXstfyffi. 



OCX- 



TLC : Rf 0.63 l *9 S—b>\ ^DD*W=1 : 10 : 100) ; 
15 NMR (DMSO-dg) : 8 8.42 (d. J = 8.5 Hz, 1H), 8.03 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.82 
(d, J = 8.0 Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.08 (m, 1H), 2.90-2.55 
(m, 4H), 2.08 (m, 1H), 1.74 (m, 1H) Q 

20 

3t*fcflll3 (5 7) 

3- (8- V>-2-4)V* h^fv) -l, 2, 3, 4— rh9fcKn 
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TLC : Rf 0.59 (7K : * 9 J —to I ^DD*;VA = l : 10 '. 100) ; 
5 NMR (DMSOd 6 ) : d 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (dd, J = 8.0, 8.0 Hz, 1H), 6.79 
(d, J = 8.0 Hz, 1H), 6.69 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.00 (m, 1H), 2.85-2.60 
(m, 2H), 2.35 (t, J = 7.0 Hz, 2H), 2.22 (dd, J = 16.0, 10.0 Hz, 1H), 1.98 (m, 1H), 
10 1.80-1.50 (m, 3H), 1.30 (m, 1H) 0 

mmm3 (5 a) 

3- (5- y-2 -4 to* -1, 2, 3, 4-f F5KKn 

to) yn;r/|j| 




TLC : Rf 0.28 (tK I * 9 J — to : 9 uu*toA = l : 10 I 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

20 7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 Hz, 1H), 6.83 
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(d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 5.33 (s, 2H), 2.90-2.50 (m, 3H), 2.29 (t, 
J = 7.5 Hz, 2H), 2.00-1.50 (m, 6H) e 

mu mz (5 9) 

5 3- (7- (^y'J>-2-^Wh+y) -1, 2, 3, 4— rh^KKn 



10 TLC : Rf 0.28 (7K I * I ^nn*jl/A = l : 10! 100) ; 

NMR (DMSO-d 6 ) : 8 8.39 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.95 (d, J = 8.5 Hz, 1H), 6.91 (d, J = 
2.5 Hz, 1H), 6.79 (d, J = 8.5, 2.5 Hz, 1H), 5.32 (s, 2H), 2.80-2.50 (m, 3H), 2.26 (t, J 
15 = 8.0 Hz, 2H), 2.00-1.50 (m, 6H) 0 

mmm 3 (60) 

2- (3- (^'^-y-fJMb + y) gj^ 




TLC : Rf 0.30 (^ nn*;i/A : * 9 J -;w=9 : 1) ; 
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NMR (DMSO-d 6 ) : d 8.90 (m, 1H), 8.40 (d, J = 6 Hz, 1H), 8.10-8.00 (m, 2H), 

7.70 (d, J = 6 Hz, 1H), 7.55 (dd, J = 7, 3.5 Hz, 1H), 7.25 (dd, J = 7.5, 7.5 Hz, 1H), 
7.05-6.85 (m, 3H), 5.35 (s, 2H), 3.80 (s, 2H), 3.10 (s, 2H) 0 

5 I 

N- (2->7;xf^) -6- (3- (^y'J>-2-^;^hty) 7 ^ 




10 

mmm 3 tm&Ltzit&vo (3.25 s ) , 3 -r ^ j yu m*- y y n, ( 0 .84 

m D^itfl-fc: KD*^>«/h'J7 , /-^(l89mg) *mt*^^> (90 
ml) tci&JBU 7k<$T\ 1-j.*->U-3- ( 3 -V* f;V7 * tf 
*W>f?K - (2.67 g) £ jnx 10 Bf WlM^Lfc, 

£v"j •hfiX'lj y Y r?? 4 - (?u n*;i/A : ^ ? ^=30 : 1) 

T?»«U Tfa*ttffi«r*i-4anaflS^ (3.63 g) £#/c 0 
TLC : Rf 0.41(^nn*;PA : ^^y-;l/=20: 1); 
20 NMR (CDC1 3 ) : S 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.4Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.4, 1.4Hz), 
7. 19 (1H, t, J=7.8Hz), 6.88-6.74 (3H, m), 6.04-5.84 (1H, br), 5.38 (2H, s), 3.54-3.42 
(2H, m), 2.66-2.50 (4H, m), 2.16 (2H, t, J=7.6Hz), 1.74-1.53 (4H, m), 1.41-1.20 (2H, 
m) 0 
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j&*Wl 2 

2- (3- (5- (1- (2->-7yx^) rh7 , /-Jl'-5-'f^) ^> 




###J 1 1 "Ctiii Lfc'ft'g-* (1.00 g ) £iHt^ ^ P > (25 m 1 ) U 
7K<tiT\ 5^fcV> (537 mg) T^=r>^M^CT, ^£-C2B#l« 

10 «#Lfco RJEja^*«r-5lCK:?&^, h U * Tfr's V ;i/TV K (0.64 m 1 ) 

(^nn*J^:^^y-;i/=2o:i) ^iSL, TSB^M *^T"r*«{ 
15 «-fk-&* (1.05 g) *#7t 0 

TLC : Rf 0.37 OD*W : 9 S — ;U=20 ! 1) ; 

NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.4Hz), 8.08 (1H, d, J=9.2Hz), 7.83 (1H, dd, 

J=8.0, 1.2Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, m), 7.19 (1H, dd, 
J=8.8, 7.2Hz), 6.87 (1H, br), 6.79 (2H, m), 5.38 (2H, s), 4.48 (2H, t, J=6.8Hz), 3.06 
20 (2H, t, J=6.8Hz), 2.85 (2H, t, J=7.8Hz), 2.60 (2H, t, J=7.4Hz), 1.86 (2H, qui, 
J=7.4Hz), 1.76-1.54 (2H, m), 1.52-1.31 (2H, m) 0 

2- (3- (5- (IK--T h - J )U) ^Vf-AO 7i;*>>^ 

25 *SV> 



151 



WO 99/11255 



PCT/JP98/03760 




2t?*|jfeLfc'fk^ (1.05 g) (25 ml) KigflfU 

5 1 NXWUti- h U (10m 1 ) fcjbDx., Sfi^ 3 W3f#L£o RJS 

iH^iSifcfc 1 Ni£$? (10 ml) ^rUPx^m. * 9 J -^Sr«BES* Lfc Q 2KS 
fcHsBtx^-CttlfcHLfco JfitHifcfcfc&M&g&v v * A Ill, 
TfBWttftSrW-t***^^!* (699 m g) &*#fc 0 
tlc : Rf o.2i DD/tfA : p< ? y -;u=20 : i) ; 

10 NMR (CDC1 3 ) : d 8.26 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.87 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.58 (1H, t, J=8.0Hz), 7.15 (1H, 
t, J=8.0Hz), 6.80 (1H, dd, J=2.2, 8.0Hz), 6.71 (1H, d, J=8.0Hz), 6.64 (1H, br), 5.39 
(2H, s), 2.98 (2H, t, J=7.4Hz), 2.48 (2H, t, J=7.0Hz), 1.79 (2H, qui, J=7.4Hz), 1.53 
(2H, qui, J=7.0Hz), 1.38-1.17 (2H, m) 0 

15 




fcmiti- V V V A (1.3 g) O^fWWTU' (35ml) jgiSi&tC, 
2-t: Ka^ri/^,iL#^->^-;l/j.^-r;L'(5.3 g) ©y^fH;H7 5 K (30 
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mi) mfBLioVizxmsuztit. gfit- 10 frr$m&Lfz 0 K&n&mmz4- 

^>f;Vy>t5Hn'Jh* (8.3 g , #P$BS 60-142936 ^WmW, 2 |fi 

HSLtt&tto) ©^fWM7 5 K (35ml) i&ifcfcijn^ 60*0^3 NfBia^ 

5 ft&Jc-CJK^«fe»L, fek^m^*v*A-e$£M, III/;. 

V a-r - (^+>-> : @fc$tx-y-;i,=9 ; i) •C^fl^L, 

SH-fb^ (8.4 g> JfcraiB 60-142936 -t9MB«\ HJfeW 1 SB«-ffc-&-!|fe) 

^fifc#ll5 (1) ~3gj}fcg«5 (4) 
10 HiS^iJ 5 izis^x, 2-t Ko^fy^M • ^f;i/x^f ^ftb^:, 

3 -fc Kn^rv'^i*^ • ^■^A'Jc^-r/u, 4 -fc Kn^fy$M • 

I*WO^ ! Ht£^ #y&#J5 (1) ~5 (3) <D4k&m*m3kLt: 0 

4 —so* fri/ >1-$fl/9 o V KOftfr 0^4 ->f;^>>t5 Ji^ D'J K£ 
15 fflv*T#i;&fe#!)5 fcratfcOtSfl^fr*^ 3&8fc0O 5 (4) <Dit&to*9kikLt:o 

^*W5 (1) 

3 — (4-^>f^y>t5^t + y) • ^ f^xxf 



tlc : Rf 0.61 (^^-if> : @^^^^-;u=9 : 1) ; 

NMR (CDCI3) : S 7.70-7.60 (2H, m), 7.40-7.25 (3H, m), 7.20-7. 10 (3H, m), 6.73 
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(1H, d, J=16.0Hz), 6.36 (1H, dt, J=16.0, 6.0Hz), 4.73 (2H, d, J=6.0Hz), 3.92 (3H, s), 
2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, m), 1.50-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

g*fcftl5 (2) 



H 3 C 




O 



TLC : Rf 0.30 t^W* I St®S^^^=? I 1) ; 
10 NMR (CDC1 3 ) : d 8.00 (2H, d, J=9.0Hz), 7.32 (2H, d, J=8.0Hz), 7.14 (2H, d, 

J=8.0Hz), 6.88 (2H, d, J=9.0Hz), 6.72 (1H, d, J=16.0Hz), 6.34 (1H, dt, J=16.0, 
6.0Hz), 4.74 (2H, d, J=6.0Hz), 3.88 (3H, s), 2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, 
m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 

15 mmm5 m 




20 TLC : Rf 0.31 (^3r"9"> '. f£@£-3^^ = 9 : 1) ; 

NMR(CDC1 3 ) : d 7.95 (1H, d, J=7.0Hz), 7.50-7.35 (2H, m), 7.26 (2H, d, 
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J=8.5Hz), 7.25-7.10 (1H, m), 7.11 (2H, d, J=8.5Hz), 6.62 (1H, d, J=16.0Hz), 6.24 
(1H, dt, J=16.0, 7.0Hz), 3.92 (3H, s), 3.77 (2H, d, J=7.0Hz), 2.57 (2H, t, J=7.5Hz), 
1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.88 (3H, t, J=7.5Hz) Q 

5 mmm5 (4) 

2- (4 —jt-T-jUi/y-f-S. ;i^^v) £,i.#g£ • * f-)VJL7.7- )^ 




10 tlc : Rf 0.32 : B^^-^;u=9 : i) ; 

NMR (CDC1 3 ) : 8 7.81 (1H, dd, J=1.5, 7.5Hz), 7.45 (1H, ddd, J=1.5, 7.5, 7.5Hz), 

7.31 (2H, d, J=8.0Hz), 7.13 (2H, d, J=8.0Hz), 7.05-6.90 (2H, m), 6.77 (1H, d, 
J=16.0Hz), 6.37 (1H, dt, J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 3.91 (3H, s), 2.34 
(3H, s)o 

15 

m mm $ 

2- (4-^>f^y>t5;H*v) &.MWt 




20 

&»«5"C»3&Lfc'ffc'&1& (8.38 g) <D* 9J-)\>-f hnt KD7 7>fi 
frfeWi (100 m 1 , i:i) K2 N^i^t-J- h ] ) V AtKv#?& (25 m 1 ) SriP^., 
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gST l mUWLtZo EUBfo&tetiLK (50 m 1 ) SrftPx., &WL^)V 

-&«J (7.39 g, S&fflW 60-142936 -§-9§i»l*\ Hifefll 4 Ift^ft) £#*r 0 

nnms en ~#i»J5 (4) -ciaatLfcfl:^**, 1^*01 6 1 raaio i 



10 ggfifcffil 6 ( l ) 

3- (4-/<>f ^->>t?JV*^y) 




15 TLC : Rf 0.56 (^^^ > I ffi%&J^?-)l> = 1 : 1) ; 

NMR ( d 6-DMSO) : d 7.60-7.45 (2H, m), 7.46 (1H, dd, J=8.0, 8.0Hz), 7.39 (2H, 

d, J=8.0Hz), 7.30-7.20 (1H, m), 7.16 (2H, d, J=8.0Hz), 6.74 (1H, d, J=16.0Hz), 6.44 
(1H, dt, J=16.0, 5.5Hz), 4.77 (2H, d, J=5.5Hz), 2.56 (2H. t, J=7.5Hz), 1.65-1.45 (2H, 
m), 1.40-1.10 (4H, m), 0.86 (3H, t, J=7.5Hz) 0 

20 

Gfome (2) 

4- (4 -/<>W>t5 *tty) 3cJt#lfe 
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H 3 C 




O 



TLC : Rf . 0.52 : &%fcx-?-)V = i ; l) ; 

NMR ( d 6 -DMSO) : $ 7.89 (2H, d, J=9.0Hz), 7.39 (2H, d, J=8.0Hz), 7.16 (2H, d, 

5 J=8.0Hz), 7.06 (2H, d, J=9.0Hz), 6.75 (1H, d, J=16.0Hz), 6.44 (1H, dt, J=16.0, 
6.0Hz), 4.78 (2H, d, J=6.0Hz), 2.55 (2H, t, J=7.5Hz), 1.65-1.45 (2H r m), 1.40-1.10 
(4H, m), 0.86 (3H, t, J=7.5Hz) c 

mikW6 (3) 
10 2- (4 )V?-jr) 




tlc : Rf 0.55 : ^^^-f-^=i I 1) ; 

15 NMR ( d 6 -DMSO) : 8 13.00 (1H, br.), 7.87 (1H, d, J=8.0Hz), 7.55-7.45 (2H, m), 

7.31 (2H, d, J=8.0Hz), 7.25-7.10 (1H, m), 7.12 (2H, d, J=8.0Hz), 6.66 (1H, d, 
J=16.0Hz), 6.28 (1H, dt, J=16.0, 7.0Hz), 3.80 (2H, d, J=7.0Hz), 2.53 (2H, t, 
J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 (4H, m), 0.85 (3H, t, J=7.5Hz) 0 

20 (4) 

2- (4-^f;l/v'>t5^t^v) 
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TLC : Rf 0.52 : g£$tx^=i : i) ; 

5 NMR (d 6 -DMSO) : d 12.6 (1H, br.), 7.65 (1H, dd, J=1.5, 7.5Hz), 7.49 (1H, ddd, 

J=1.5, 7.5, 7.5Hz), 7.36 (2H, d, J=8.0Hz), 7.18 (1H, dd, J=7.5, 1.5Hz), 7.16 (2H, d, 
J=8.0Hz), 7.00 (1H, ddd, J=1.0, 7.5, 7.5Hz), 6.80 ( 1H, d, J=16.0Hz), 6.42 (1H, dt, 
J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 2.29 (3H, s)o 

io m mmi 

2- (3- (4-^^7xi^) 7"n^y) 




15 6 -e&jg Ltlit&QB (98 mg) t A-ffi-ftT;U5 -<? A 

(20 mg) (10 ml) fcflD*., *3*&B*CT\ Mt? 30 ^Wtt 

#Lfc 0 h-CfciBU ftjSLTto ?£W£v>; 

7A?nvh^77^ - (^*-9-> : ft®j.-?-/u=4 : 1) tiSL, TfS^1*fc 

1ift^r"f**ISW'fk'&* (42 mg) fcflfco 
20 TLC : Rf 0.58 (tK I * 9 J —H> I * a D *)U A = 1 : 10 I 100) ; 

NMR (d 6 -DMSO) : 5 8.20 (1H, dd, J=2.0, 8.0Hz), 7.53 (1H, ddd, J=2.0, 8.0, 

8.0Hz), 7.13 (1H, ddd, J=1.0, 8.0, 8.0Hz), 7.11 (4H, s), 6.99 (1H, dd, J=1.0, 8.0Hz), 
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4.24 (2H, t, J=6.5Hz),2.80 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.35-2.15 (2H, 
m), 1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 




nmm 6 -ewiMLtzft&m (5.0 g ) <£M?y-;u oomi) mm^ in* 

10 mti- h V ? A*}#i£ (15 m 1 ) £Unx.x liL/:„ ^-7- n,-x?m& 

<&*u *5kmit&m (3.32 g , #rana 60-142936 -^Witti#, %mmAum 

15 3 - (1- ( (5E) -6 - (4-^+y7i-;l') - 5 - ^3r-fe — IV* ^ 




O 



20 60%^C^k^- h 'J ^ A (0.96 g) lCy^f;P/t;VA7 ^ K (50 m 1 ) &2lx. 
■C2k#T«#Lfc«, (1 -t -:/n v^>-t£ > 

— 2 — T ^L-) ynyr/^-xf jux^r^ (5.04 g, #P^¥ 3-261752 -^-W>01# 
KflW^&fclfEo-CJRaiLfco ) OWf**M7 5 K (45 m 1 ) 
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TU ^fi-C 30 frmmW Lfco RlBti^ft^ (5E) -6 - ( 4 - * h * v 
— ^) -5-A#-t-^ , /D5 K (6.46 g) OyVf ^*JVA7 5 K (50 

m i ) mmtmx.. ^ia-c 3.mmmwLtz a &&wuzm*-. & 

: ^j-^)U = io : i) till, Tfe»t£1i*^fi-a# 
&mtt&& (6.90 g) **tfc„ 
TLC : Rf 0.41 y\ g^-X^;l/=4 : 1) ; 

NMR (CDC1 3 ) : d 7.28 (2H, d, J=8.8Hz), 6.83 (2H, d, J=8.8Hz), 6.69-6.75 (3H, 

10 m), 6.35 (1H, d, J=17.0Hz), 6.08 (1H, m), 4.16 (2H, q, J=7.2Hz), 3.93 (2H, t, 
J=6.2Hz), 3.85 (2H, t, J=6.7Hz), 3.80 (3H, s), 2.85-2.95 (2H, m), 2.56-2.63 (2H, m), 
2.21-2.32 (2H, m), 1.58-1.90 (6H, m), 1.22 (3H, t, J=6.7Hz), 1.01 (3H, t, J=7.2Hz) Q 

mmmv m -rnmmg (2) 

15 ^ife#!l9 KiswT, 3 - ( 1 -fc Ko*y- 4 --/n^*v^>-tf >- 2 - 
4 ft,) yoyOi • xf-^fJ^ fcli-f-OgiSflcK, (5E) -6- (4 

20 ggtifcffll 9(1) 

3- (1- ( (5E) -6- (4-.* Kv7i^) - 5 -^^-fe — ;i/*^f 




O 



25 



160 



WO 99/11255 



PCT/JP98/03760 



TLC : Rf 0.45 Cv^r-9-> ! Sti?^^^=3 I 1) ; 

NMR (CDC1 3 ) : d 7.28 (2H, d, J=7.4Hz), 7.15 (2H, d, J=7.4Hz), 6.80-6.89 (4H, 

m), 6.36 (1H, d, J=16.2Hz), 6.09 (1H, dd, J=16.2, 7.0Hz), 4.11 (2H, q, J=7.2Hz), 
3.99 (2H, t, J=6.2Hz), 3.80 (3H, s), 2.94 (2H, t, J=9.4Hz), 2.60 (2H, t, J=8.0Hz), 
5 2.27 (2H, q, J=7.0Hz), 1.80-1.95 (2H, m), 1.62-1.73 (2H, m), 1.22 (3H, t, J=7.2Hz) 0 

g*fcW9 (2) 

3- (1- ( (5EZ) -6-7x-)V-5-A + ^^^t+y) - 4 --/n 



TLC : Rf 0.57 (^^V : gfc$?o^;i/=4 I 1) ; 

NMR (CDCI3) : d 7. 19-7.38 (5H, m), 6.65-6.77 (3H, m), 6.38- 6.47 (1H, m), 6.23 

15 (0.5H, dt, J=15.9, 6.5Hz, E-isomer), 5.68 (0.5H, dt, J=l 1.5, 7.3Hz, Z-isomer), 4.11 
(2H, q, J=7.0Hz), 3.81-3.97 (4H, m), 2.85-2.95 (2H, m), 2.52-2.64 (2H, m), 2.24- 
2.46 (2H, m), 1.59-1.90 (6H, m), 1.18-1.26 (3H, m), 1.02 (3H, t, J=7.0Hz) o 

1 0 

20 3 - (1- ( (5 E) -6- (4-^ h+v7x-^) - 5 -^**t~)Vjr * 



10 




o 
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o 



CH 3 



H 3 C>. 



O 



miM®l9-r?m&Lt:ik'km (5.49 g) (38 ml) teXTfy-Y? 

HKD75> (62 m 1 ) U 1 NjfcBMfc-J- Y U '? A^cJ&JR (37.4 m 1 ) 

t£»&, a«S L fee »^y'J*^*7A^nvh^77>f- (^*-tf-> : 
(4.59 g, #F^¥ 3-261752 -5Hf|>», 2 1 |B«c^!») fctefco 



ggftfefflll 0(1) 0(2) 

^*fe«9 (i) ~~9 (2) ■em&Ltzit&mz%MM i o t mm<omto<n& 
15 mmm 1 o ( 1 ) 

3- (1- ( (5E) -6- (4-n^fv7x^) - 5 ^ 
v) ^>-tf>— 2 — 'Ol') 7n;Oi 



TLC:Rf 0.56 (^^r-9-> : B^^^-^ = i : 1) ; 

NMR (CDC1 3 ) : 8 7.28 (2H, d, J=7.4Hz), 7.16 (2H, d, J=7.4Hz), 6.81-6.90 (4H, 
m), 6.36 (1H, d, J=16.0Hz), 6.08 (1H, dt, J=16.0, 6.8Hz), 3.99 (2H, t, J=6.0Hz), 



H 3 C^ 



O 
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3.80 (3H, s), 2.92-3.00 (2H, m), 2.64-2 .71 (2H, m), 2.27 (2H, dd, J=7.0, 7.0Hz), 
1.80-1.93 (2H, m), 1.58-1.72 (2H, m) 0 



mmm 10(2) 

3- (1- ( ( 5 E Z ) -6-7i-^-5-Aip-t-JVt*^) -4-"/n 
>- 2 ->f 7n/-?>$? 




O 



10 TLC : Rf 0.53 (^*y-> : ftK^f-^ = i : i) : 

NMR (CDC1 3 ) : d 7.18-7.37 (5H, m), 6.66-6.75 (3H, m), 6.37-6.47 (1H, m), 

Z:6.22 (0.5H, ddd, J=14.4, 7.2, 7.2Hz), E:5.68 (0.5H, ddd, J=15.8, 6.4, 6.4Hz), 3.94 
(2H, t, J=6.2Hz), 3.85 (2H, t, J=6.6Hz) , 2.89-2.96 (2H, m), 2.62-2.70 (2H, m), 
2.23-2.42 (2H, m), 1.58-1.91 (6H, m), 1.02 (3H, t, J=7.2Hz) 0 

15 

3- (1- (6- (4-^hty7x^Jl/) A^y;l/i^y) -4--/n*°^r 
v^>-l?>- 2 ->f As) yo/OK 




20 O 
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TLC : Rf 0.62 (^^r^ > : Jfr&x.^- )V = \ l) ; 

NMR (CDCI3) : S 7. 10 (2H, d, J = 7 Hz), 6.80 (2H, d, J = 7 Hz), 6.85-6.70 (3H, 

m), 3.95-3.80 (4H, m), 3.80 (3H, s), 2.90 (2H, br), 2.85 (2H, br), 2.55 (2H, t, J = 7.5 
Hz), 1.85-1.20 (10H, m), 1.00 (3H , t, J = 7.5 Hz) D 

mmm 1 2 

1- ( (5E) -6- (4-* h*77x-^) - 5 -^^--t-;V^-^r-» - 

2- (2- ( 1 H-f- 1- 7 v*-;v- 5 -4 no -4-yn^->^^ 



Utttii 1 0 -v-mm Ltzit^m *^%-m 1 1 -###y 1 2 —^^9 a t mm<v 

TLC : Rf 0.26 (M-it* b > : 9 J ~ ^ = 20 : 1) ; 

NMR(CDC1 3 ) : 8 7.25 (2H, d, J=8.8Hz), 6.81 (2H, d, J=8.8Hz), 6.65-6.74 (3H, 

m), 6.32 (1H, d, J=16.0Hz), 6.04 (1H, dt, J=16.0, 7.0Hz), 3.96 (2H, t, J=6.4Hz), 
3.79 (2H, t, J=6.4Hz), 3.78 (3H, s), 3. 33 (2H, t, J=6.8Hz), 3.09 (2H, t, J=6.8Hz), 
2.23 (2H, dt, J=7.0, 7.0Hz), 1.52-1.90 (6H, m), 0.98 (3H, t, J=7.3Hz) Q 

4 - ( (IE) -3 - (2 - (-r h yV-)V- 5 ->f )V) y^y^i/) - i - 





O 



CH 3 



H 3 C^ 
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\ 9 



■mm 6 l tzvc&m * %vm 1 2 1 too § wojr^ itia 

5 TLC : Rf 0.51 * ^ — )U I ? nn*)l/A = l : 10) ; 

NMR (CDQ 3 ) : d 8.47 (1H, dd, J=2.0, 8.0Hz), 7.54 (1H, ddd, J=2.0, 8.0, 8.0Hz), 

7.36 (2H; d, J=8.0Hz), 7.25-7.10 (4H, m), 6.81 (1H, d, J=16.0Hz), 6.44 (1H, dt, 
J=16.0, 6.5Hz), 4.94 (2H, d, J=6.5Hz), 2.61 (2H, t, J=7.5Hz), 1.75-1.50 (2H, m), 
1.45-1.20 (4H, m), 0.89 (3H, t, J=6.5Hz) 0 

0 

%n n i 3 

3- (1- ( (5E) -6- (4-^h^v7x-^) -5 — 



15 



HgC, 




CH a 



20 



1 OTWii&Lfzlt&M (5.59 g) <D l,4-y*3MJ-> (100 m 1 ) mWL 
iziNTkmti-Y-V (H.lml) fcflSTU ifit* 5 fr$HjM.WL?z 0 

TLC : Rf 0.55 (^^r-^^ : g^^.X^-^ = l : 1) ; 

NMR(CDC1 3 ): d 7. 18 (2H, d, J=8.5Hz), 6.76 (2H, d, J=8.5Hz), 6.51-6.70 (3H, 
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m), 6.22 (1H, d, J=16.0Hz), 5.85-6.02 (1H, m), 3.74 (3H, s), 3.68-3.85 (4H, m), 
2.74-2.86 (2H, m), 2.35-2.47 (2H, m), 2.04-2.16 (2H, m), 1.59-1.80 (4H, m), 1.38- 
1.45 (2H, m), 0.90 (3H, t, J=7.4Hz) 0 

5 mi&m i 4 

(5E) -5- (7- y-2 -4 )UJ -l, 2, 3, 4--r 

h 7 t: Ko- 1 —f- 7-7- 'J f>) 16 




10 

4-*^^y7f^h'J7i-;v*X^-^Ayo5 K (5.65 g) £t- Y 
7fcFn77> (25ml) Ci»L, MT, t-7*bt->*U7A (2.86 g) 

V ^- 2 -l";!^ h+y) - 1 -*#V- 1 , 2, 3, 4-7b9th*at7 
15 9Vy (3.22 g) Of F5tKn75> (10 m 1 ) v^f^^SPx.T, gfi-C 3 B# 

tto&M*m"i-&*&imk&b (2.37 g > 

20 TLC : Rf 0.51 (^^r-9"> I ^^^-^^ = 1 : 3) ; 

NMR (d 6 -DMSO) : S 8.41 (1H, d, J=8.6Hz), 7.97-8.05 (2H, m), 7.79 (1H, ddd, 
J=8.2, 6.8, 1.4Hz), 7.69 (1H, d, J=8.6Hz), 7.58-7.67 (1H, m), 7.28 (1H, d, J=2.5Hz), 
7.00 (1H, d, J=8.4Hz), 6.83 (1H, dd, J=8.4, 2.5Hz), 5.99 (1H, t, J=7.0Hz), 5.37 (2H, 
s), 2.62 (2H, t, J=6.2Hz), 2.38 (2H, t, J=5.8Hz), 2.11-2.28 (4H, m), 1.57-1.75 (4H, 

25 m) 0 
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7 - (+>"J>-2->f^ -1-**V-1, 2 , 3, 4 — f h 

S £ J: *K t-^tf * o 

14(1) 

(5E) -5- (5 - (*y'J'/-2-^M K-» -1, 2, 3, 4 - t- 
10 b?liKn-l-t7f 'Jf^.^v^^K 




TLC : Rf 0.60 (7K I ^ 9 S — JU I ^nu*;UA=l : 10 I 100) ; 
15 NMR (CDC1 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m),7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.07 (1H, dd, J=8.0, 8.0Hz), 6.77 (1H, d, J=8.0Hz), 5 .99 (1H, t, J=7.5Hz), 5.39 (2H, 
s), 2.90 <2H, t, J=6.5Hz), 2.47 (2H, m), 2.42 (2H, t, J=7.5Hz), 2.29 (2H, m), 1.95- 
1.75 (4H, m) 0 

20 

nm m 4 (2) 

(5 E) - 5 - (4 - V >-2 -4 fr* 1 -4 >f ^ 
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TLC : Rf 0.56 (zk : *9 J—fr'. ? n □ * )l> A = l : 10 : 100) ; 

NMR (d 6 -DMSO) : S 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 (1H, d, 

5 J=8.5Hz), 7.79 (1H, dd, J=8.5, 8.5Hz), 7.67 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=8.5, 
8.5Hz), 7.20-7.05 (2H, m), 6.83 (1H, m), 5.93 (1H, m), 5.40 (2H, s), 2.98 (2H, m), 
2.70 (2H, m). 2.27 (2H, t, J=7.5Hz), 2.17 (2H. m), 1.67 (2H, m) Q 

mmni 4 (3) 

10 (4E) -4- (5- V >-2-^^W h^rv) -1, 2 , 3, 4 - -r 




15 TLC : Rf 0.65 (7fC I * 9 V — JV : V D O ?b )V A = 1 : 10 : 100) ; 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, d, J=8.0Hz), 
7.05 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 5 .99 (1H, m), 5.39 (2H, s), 
2.89 (2H, t, J=6.5Hz), 2.65-2.45 (6H, m), 1.88 (2H, m) 0 

20 

mmm h u ) 

(6 E) - 6 - (5 - (*y V >- 2 h+y) - 1 , 2, 3, 4 - x 
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5 TLC : Rf 0.62 (tK : * 9 J —fr \ 9 D D = 1 : 10 : 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.06 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 6 .00 (1H, t, J=7.0Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.48 (2H, m), 2.40 (2H, t, J=7.5Hz), 2.24 (2H, dt, J=7.0, 
10 7.0Hz), 1.87 (2H, m), 1.73 (2H, m), 1.53 (2H, m)„ 

(2E) -2- (6 - V >-2 - >f ^ -1, 2, 3, 4 - -r 



&M4t1- h } ) V & (1.15 g, 62.5%) h7tKD75> (50 ml) KM 
»U *7*y^hUf^ (6.73 g) Orf7tFD77> (10 m 1 ) 
20 «S:-30X:-CUP^, 30 frR5«L£ 0 EUBm&mmz 6 - V >- 2 ->f 




169 



WO 99/11255 



PCT/JP98/03760 



)V* f^fy) -1-**V-1, 2, 3, 4-rF7tKDt7^> (3.03 

^-fr-eimLtzo im^MMm^^^"yy ^nm&. mmLtz 0 

5 U TfS«M£*i-&#3^k^ (530 mg) =£rf#7^ 0 
TLC : Rf 0.53 (gfc^?-^ I > = 1 I 3) ; 

NMR (CDC1 3 ) : £ 8.30 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.5 Hz, 1H), 7.75 (m, 1H), 7.65 (d, J = 8.5 Hz, 1H), 7.62 (d, J = 8.5 Hz, 1H), 7.52 
(m, 1H), 6.88 (dd, J = 8.5, 2.5 Hz, 1H), 6.79 (d, J = 2.5 Hz, 1H), 6.23 (t, J = 2.0 Hz, 
10 1H), 5.40 (s, 2H), 4.19 (q, J = 7.0 Hz, 2H), 3. 17 <dt, J = 2.0, 6.5 Hz, 2H), 2.75 (t, J = 
6.0 Hz, 2H), 1.82 (m, 2H), 1.30 (t, J = 7.0 Hz, 3H) C 

m.m&m is ( 1 ) -m-titm 15 (2) 

15 %tz 0 

mmn 15(1) 

(2E) -2- (7- (*y V y- 2 -J h*y) -1, 2, 3, 4 -7- 



TLC : Rf 0.46 e^-frf I ®^J-^ = 3 : 1) ; 

NMR (CDCI3) : S 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d. 



20 



O 
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J=8.5Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.38 (1H, d, J=2.5Hz), 
7.06 (1H, d, J=8.5Hz), 6.97 (1H, dd, J=8.5, 2.5Hz), 6.30 (1H, t, J=1.5Hz), 5.40 (2H, 
s), 4.21 (2H, q, J=7.0Hz), 3.15 (2H, dt, J=1.5, 6.5Hz), 2.72 (2H, t, J=6.5Hz), 1.82 
(2H, m), 1.33 (3H, t, J=7.0Hz) o 

5 

mmm is (2) 

(2E) -2- (5- (*>"J >-2-J)VJ h+y) -l, 2, 3, 4 - f 



10 




tlc : Rf o.63 (g^?^^f-;v : ^^-9-> = i : 2) ; 

NMR (CDC1 3 ) : d 8.21 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.84 (d, J = 

8.0 Hz, 1H), 7.75 (m, 1H), 7.69 (d, J= 8.5 Hz, 1H), 7.56 (m, 1H), 7.29 (d, J = 8.0 
15 Hz, 1H), 7. 13 (dd, J = 8.0, 8.0 Hz, 1H), 6.93 (d, J = 8.0 Hz, 1H), 6.34 (s, 1H), 5.40 
(s, 2H), 4.21 (q, J = 7.0 Hz, 2H), 3.19 (m, 2H), 2.94 (t, J = 6.0 Hz, 2H), 1.92 (m, 
2H), 1.32 (t, J = 7.0 Hz, 3H) e 

i&tm 1 3 

20 (2E) -2- (7- >-2-4)i>* h*v) -1, 2, 3, 4 - 7- 
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jjcSRflsV -TV ATiV^ — ? A (19 mg) Srf- h 7 ^ Kn 7 7 > (1 ml) fc: 
jDx.. T;U^>^#ffl^T-78t:T% mm I 5(1) •CffiiSL^'fb'&ife (37 
5 mg) ©fh7U*o77> (lml) *SPx, OTCT* 1 mf^Wfc L?z 0 RfSil 

«r««IU TIB^ttUfc^-tSMlb^ (32 mg) **&fc 0 
TLC : Rf 0.23 (^^r-^> : S^^^--? L ^ = 1 : 1) I 
10 NMR (CDCI3) : d 8.17 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.80 (1H. d, 

J=8.5Hz), 7.73 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.53 (1H, m), 7.29 (1H, d, J=2.5Hz), 
6.98 (1H ? d, J=8.5Hz), 6.84 (1H, dd, J=8.5, 2.5Hz), 6.14 (1H, t, J=6.5Hz), 5.37 (2H, 
s), 4.36 (2H, d, J=6.5Hz), 2.68 (2H, t, J=6.5Hz), 2.46 (2H, t, J=5.5Hz), 1.77 (2H, m) 0 

15 #^0fl 1 4 

(2E) - 2- (7- (*/V>-2->fW h + y) -1, 2, 3, 4 - f 




20 

N-^DD^^y>^f5 K (15 mg) (lml) KjJDx. x T 
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1 3 x^m&^tzit&m (29 mg) <Dmt^^vy dmi) mm* 2owm*., 
mn&to (25 mg) *ntz 0 

5 TLC : Rf 0.63 (^3r^ > ! ^^^"^=2 : 1) ; 

NMR (CDC1 3 ) : 8 8.19 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.82 (1H, d, 

J=8.5Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.29 (1H, d, J=2.5Hz), 
7.01 (1H, d, J=8.0Hz), 6.88 (1H, dd, J=8.0, 2.5Hz), 6.16 (1H, t, J=6.5Hz), 5.39 (2H, 
s), 4.27 (2H, d, J=6.5Hz), 2.71 (2H, t, J=6.0Hz), 2.56 (2H, t, J=6.0Hz), 1.83 (2H, m) 0 

10 

6 

2 - ( (2 E) -2- (7 - (^/'J>-2--f;M h^rv) - 1 , 2, 3, 




###Ul AT*m&.\*tztt&m (25 mg) . ft^'Ja-^ffl' {9 fx IK 
#tS£#V^A (I5mg) £ X IfB OittJ V ? A (2mg) ^)7-tf^hV^ 
(1 m 1 ) iM^ifit-WU/Co EUSiB#»ift***fc;ljnx., ftBt^*- 

mg) 

TLC : Rf 0.53 (^^r-9-> : ^^^"^ = 2 : 1) ; 
25 NMR(CDC1 3 ): $ 8.20 (1H, d, J =8.6 Hz), 8.09 (1H, d, J = 8.6 Hz), 7.83 (1H, d, 
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J = 8.2 Hz), 7.73 (1H, ddd, J = 8.6, 6.9, 1.6 Hz), 7.70 (1H, d, J = 8.6 Hz), 7.54 (1H, 
m), 7.29 (1H, d, J = 2.5 Hz), 7.01 (1H, d, J = 8.4 Hz), 6.86 (1H, dd, J = 8.4, 2.5 Hz), 
6.00 (1H, t, J = 8.0 Hz), 5.39 (2H, s), 3.71 (3H, s), 3.47 (2H, d, J = 8.0 Hz), 3.18 
(2H, s), 2.72 (2H, t, J = 6.1 Hz), 2.51 (2H, t, J = 6. 1 Hz), 1.81 (2H, tt, J = 6.1, 6.1 
5 Hz)o 

sSfifcflll 1 7 

2 - ( (2 E) -2 - (5 - (^yJ>-2-^Wh^ry) -1, 2, 3, 




mmm 15(2) •e«j&Lfc'ffc#!to*##0i 1 3— i 4-^yfe#o 1 6 

15 tzo 

TLC : Rf 0.17 (g^BSt^-f-^ : ^ + -9-^ = 1 : 5) ; 

NMR (CDC1 3 ) : 8 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 
20 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.04 (t, J = 8.0 Hz, 1H), 5.39 (s, 2H), 3.72 (s, 
3H), 3.51 (d, J = 8.0 Hz, 2H), 3.21 (s, 2H), 2.92 (t, J = 6.5 Hz, 2H), 2.54 (t, J = 6.0 
Hz, 2H), 1.90 (m, 2H)o 

mmm i 8 

25 (3E) -3- (5- V >-2-4 -1, 2, 3, 4 - ■? 
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5 5 - U >- 2 ->f ^ b*v) -1-t^rV-l, 2 , 3 , 4 -y- h 

KDt7^ (l.52g) joXtfZ - Amyyn k?^ h 'J 7 jr. >!✓ * .2. 
)J-^^A^d < K (1.76 g) tf>5KKo75> (15m 1 ) is J: tfv;* -?-;i/.x 
;v*^yK (15ml) Ki&fl?U 7R3?Hfc^ HJ *7 A (0.4 g, 60%) fcOTCTSnx.* 

io ifc***fcijnx., ^-x^-egfe^m, TK^^JtS^-e^PL, ?I^-v« (tim*- 

amSL^o ^»^y'J*^*7A^Dv h^7 7^ - (.* *y->n * n 
d^;va = i : 100) -cmMLtZo »|l»ty^f^^A75 K (5m 1) 
»U (0.31ml) , SfcmiJW^ (276mg) 2B#F^^ 

15 Lfco iEOEii^?S**2K^lJnx.. fl^vSM (BtBfe^-f-^ : ^*-9-> = i : D 
: ftKj.^>i/=9 : i) T**SMU Tffi^M^*-r^*f&^b^% (51 

mg) 

20 TLC : Rf 0.29 (WWi^^ '. > = 1 : 3) ; 

NMR (CDC1 3 ) : S 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7. 83 (dd, J = 

8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.27 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 
6.80 (d, J = 8.0 Hz, 1H), 6. 18 (t, J = 7.0 Hz, 1H), 5.38 (s, 2H), 3.72 (s, 3H), 3.27 (d, 
25 J = 7.0 Hz, 2H), 2.93 (t, J = 6.5 Hz, 2H), 2.48 (t, J = 6.0 Hz, 2H), 1.89 (m, 2H) 0 
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18(1) 

(3 E) -4 - (3 - ( + >'J>-2-^fJM F*y) 7 7? -3 - 



1 8 1 m^(os&j<om^^fr^n ^tizx^. ria^M 

10 TLC : Rf 0.42(tK: * 9 J \ ?nn*;bA = i : 10 : 100) ; 

NMR (CDC1 3 ) : S 8.19 (d, J = 8.5 Hz, 1H), 8.09 (dd. J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0. 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 8.0, 8.0 Hz, 1H), 7.07 (dd, J 
= 2.0, 3.0 Hz, 1H), 6.99 (dd, J = 8.0, 2.0 Hz, 1H), 6.90 (dd, J = 8.0, 3.0 Hz, 1H), 
15 6.45 (d, J = 16.0 Hz, 1H), 6.28 (dt, J = 16.0, 6.0 Hz, 1H), 5.39 (s, 2H), 3.71 (s, 3H), 
3.24 (d, J = 6.0 Hz, 2H)o 

^mm 1 5 

2 - (1-tKaJfy-l, 2 , 3, 4-f b 51: Kat7^ l/>-7--f /l' 

20 t + y^fM u y 



5 
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7- ( + y;>-2-^;M h*v) -1 - **V-1, 2, 3, 4-xh 
7fc Knt7^l^> (309 mg) Sr^y-^ (5ml) Kig^U MM^^M 
it**?m±YW^ (38 mg) SrjtJOx., 30#R5ii;l$L*:o EJBWkmm^&* 

7km-?r*>'VJ*~e&.m&, mu rie^iaMi^-r z>mmik&m (311 

mg) 

TLC : Rf 0.36 : ^^y = \ : l) ; 

NMR (CDCI3) : £ 8.18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd^ J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.14(d, J =3.0 Hz, 1H), 7.02 (d, J = 8.0 
Hz, 1H), 6.88 (d, J = 8.0, 3.0 Hz, 1H), 5.37 (s, 2H), 4.73 (t, J = 6.5 Hz, 1H), 2.90- 
2.50 (m, 2H), 2.10-1.60 (m, 4H)» 

15 izmm\ 6 

2- (i-?nn-i, 2, 3, 4 -x h 7 £ Kn ±y ? V y - 7 -4 )Vjr * 




1 5-C«j6L^k^!» (300 mg) *&il**J-\'> (5ml) !:j§»L, 
tttffc^ (0.22ml) 5r^fi-eiJnx, 30*iWLt o RJStS^»«t*ift 

JBU TiBW±ffi*#1-***Mfc^» (355 mg) 
TLC : Rf 0.65 (St^^f"^ : ^ d f9-> = l : 2) ; 
25 NMR (CDC1 3 ) : £ 8.99 (d, J = 8.0 Hz, 1H), 8.83 (dd, J = 8.0, 1.0 Hz, 1H), 8.15 (d, 
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J = 8.0 Hz, 1H), 8.11 (dd, J= 8.0, 1.5 Hz, 1H), 8.08 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.89 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.08 (d, J = 2.5 Hz, 1H), 7.05 (d, J = 8.0 Hz, 
1H), 6.97 (d, J = 8.0, 2.5 Hz, 1H), 5.95 (s, 2H), 5.27 (t, J = 3.5 Hz, 1H), 2.95-2.60 
(m, 2H), 2.35-2.00 (m, 3H), 1.84 (m, 1H) 0 

5 

2- (7- & J V >- 2 -4 fr* h^rv) -1, 2, 3, 4-fl-7tKn 



10 




TLC : Rf 0.22 (gt^-^-^^ : ^^■^> / = i : 2) ; 

15 NMR (CDC1 3 ) : d 8. 18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09(d, J = 3.0 Hz, 1H), 6.98 (d, J = 8.5 
Hz, 1H), 6.84 (d, J = 8.5, 3.0 Hz, 1H), 5.36 (s, 2H), 4.23 (t, J = 4.0 Hz, 1H), 3.73 (s, 
3H), 3.28 (d, J= 15.0 Hz, 1H), 3.16 (d, J = 15.0 Hz, 1H), 2.90-2.50 (m, 2H), 2.20- 
20 2.00 (m, 3H), 1.78 (m, 1H) 0 

mmm 2 0 -mtkM 20 (7) 

%mm 1 5 -mmm 15 ( 2 ) , 1 6 , %mn 1 7 , %mm 1 8 
mMi8 (1) textf^mmi 9x-mikLtzik&m*. %mmz hmm<oum 
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mm n 2 0 

(2E) -2- (6- (^y , ;>-2-^f;U^h^rv) -1, 2, 3, 4--r 
l-7liKn-l-t7f'Jf>) 

5 




TLC : Rf 0.65 (7jc : > * y — /U : ^ n n * ;u A = 1 ; 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 8.00 (1H, d, 

10 J=8.0Hz), 7.79 (1H, m), 7.70 (1H, d, J=8.0Hz), 7.66 (1H, d, J=8.5Hz), 7.62 (1H, m), 
7.00-6.85 (2H, m), 6.20 (1H, s), 5.40 (2H, s), 3.06 (2H, t, J=6.0Hz), 2.74 (2H, t, 
J=6.0Hz), 1.72 (2H, m) 0 

^mm 2o(i) 

15 (2 E) - 2- (7- V >-2-4Jl'* F^v) - 1, 2, 3, 4 - f- 

F7dKn-l-t7fVf>) Wm 



o 
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TLC : Rf 0.56 (7jc ! * 9 J - )V \ ? U U = 1 : 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 7.99 (1H, d, 

J=8.0Hz), 7.78 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.43 (1H, s), 7.12 (1H, 
d, J=8.0Hz), 7.02 (1H, d, J=8.0Hz), 6.35 (1H, s), 5. 42 (2H, s), 3.03 (2H, t, 
5 J=6.0Hz), 2.68 (2H, t, J=6.0Hz), 1.72 (2H, m) G 

&mm 20(2) 

(2E) -2- (5 - V >- 2 - >f JU.* -1, 2, 3, 4 - x 




TLC : Rf 0.45 (tK I > 9 J — )U : 9 n n*;UA = l : 10 I 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (1H, d, J=8.5Hz), 8.02 (1H, d, J=7.5Hz), 7.99 (1H, d, 

15 J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=7.5, 
7.5Hz), 7.32 (1H, d, J=8.0Hz), 7.17 (1H, dd, J=8.0. 8. OHz), 7.07 (1H, d, J=8.0Hz), 
6.31 (1H, s), 5.39 (2H, s), 3.07 (2H, t, J=6.0Hz), 2.85 (2H, t, J=6.0Hz), 1.82 (2H, 
m)o 

20 mmm 20 f 3 ) 

2 - ( (2E) -2 - (7 - - 1 , 2, 3 , 

4-rh7tFn-l-t7f'Jf» x.+A'l-*) %m 
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TLC : Rf 0.30 n D^;i/A : ^ ^ y — ;l/=9 : l) ; 

NMR (CDCI3+CD3OD) : 8 8.30 (1H, d, J =9 Hz), 8.10 (1H, d, J = 9 Hz), 7.90 (1H, 

5 d, J = 9 Hz), 7.80-7.70 (2H, m), 7.60 (lH,dd, J = 7.5, 7 Hz), 7.30 (1H, d, J = 2 Hz), 
7.00 (1H, d, J = 7 Hz), 6.85 (1H, dd, J = 7, 2 Hz), 6.05 (1H, t, J = 8.0 Hz), 5.40 (2H, 
s), 3.50 (2H, d, J = 8.0 Hz), 3.20 (2H, s), 2.75 (2H, t, J = 6 Hz), 2.55 (2H, t, J = 6 
Hz), 1.80 (2H, tt, J = 6, 6 Hz) 0 

10 mmm 20(4) 

2 - ( (2E) -2 - (5 - v - 2 ->r h*->) -1, 2, 3, 

4-fh7Hh*D-l-t7f l Jf>) WftSL 




15 

TLC : Rf 0.41 I * 9 J —to \ 9 nn*;l/2=, = i : 10 : 100) ; 

NMR (DMSO-d 6 ) : d 8.42 (1H, d, J=8.5Hz), 8.02 (1H, dd, J=8.0, 1.5Hz), 8.00 

(1H, dd, J=8.0, 1.0Hz), 7.79 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 
7.62 (1H, ddd, J=8.0, 8.0, 1.0Hz), 7.23 (1H, d, J=8.0Hz), 7.09 (1H, dd, J=8.0, 
20 8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.05 (1H, t, J=8.0Hz), 5.37 (2H, s), 3.46 (2H, d, 
J=8.0Hz), 3.21 (2H, s), 2.81 (2H, t, J=6.5Hz), 2.48 (2H, t, J=6.5Hz), 1.79 (2H, m) 0 
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ggfifcfll) 2 0 ( 5 ) 

(3E) -3- (5- >-2 - -f JU* -1, 2, 3, 4-7" 

h7tf'D-l-t7f'Jf>) 



TLC : Rf 0.29 (zfc : > * >> : ^nn*;VA = i : 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.42 (1H, d, J=8.0Hz), 8.03 (1H, d, J=7.5Hz), 7.99 (1H, d, 

J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.69 (1H, d, J=8.0Hz), 7.61 (1H, dd, J=7.5, 
10 7.5Hz), 7.21 (1H, d, J=8.0Hz), 7. 10 (1H, dd, J=8.0, 8. OHz), 6.91 (1H, d, J=8.0Hz), 
6.14 (1H, t, J=7.0Hz), 5.36 (2H, s), 3.19 (2H, d, J=7.0Hz), 2.80 (2H, t, J=6.5Hz), 
2.42 (2H, t, J=6.0Hz), 1.78 (2H, m) 0 

*mm 20(6) 

15 (3 E) -4 - (3 - 'J y~ 2 -4 h*v) ~7 79 - 3 - 



20 TLC : Rf 0.38 (tK- I * 9 J — \ 9 n n * = 1 : 10 : 100) ; 

NMR (DMSOd 6 ) : d 8.41 (d, J = 8.5 Hz, 1H), 8.03 (d. J = 8.5 Hz, 1H), 7.99 (d, J 
= 8.5 Hz, 1H), 7.79 (dd, J = 8.5, 8.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.62 (dd, J = 
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8.5, 8.5 Hz, 1H), 7.25 (dd, J = 8.0, 8.0Hz, 1 H), 7.15 (d, J= 1.5 Hz, 1H), 7.01 (d, J 
= 8.0 Hz, 1H), 6.94 (dd, J = 8.0, 1.5 Hz, 1H), 6.47 (d, J = 16.0Hz, 1H), 6.33 (dt, J = 
16.0, 6.5 Hz, 1H), 5.39 (s, 2H), 3.19 (d, J = 6.5Hz, 2H) C 

g*fcfll 2 0(7) 

2- (7- (^yj>-2-^f;^ h^y) -1, 2, 3, 4 — r 1*9 K n 




TLC : Rf 0.22 (tK : *9 J—fr'. {rtiu = 1 : 10 : 100) ; 

NMR (DMSO-d 6 ) : 8 8.40 (d, J = 8.5 Hz, 1H), 8.03 (d, J = 8.0 Hz, 1H), 7.99 (dd, 

J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 1H), 
7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.05 (d, J = 2.5 Hz, 1H), 6.99 (d, J = 8.0 Hz, 1H), 
6.87 (dd, J = 8.0, 2.5 Hz, 1H), 5.31 (s, 2H), 4.23 (m, 1H), 3.36 (d, J = 15.0 Hz, 1H), 
3.24 (d, J = 15.0 Hz, 1H), 2.80-2.50 (m, 2H), 2.10-1.80 (m, 3H), 1.68 (m, 1H) D 

mffiM2 1 

4 - (2 - (4->h*v-2-M;-7;l'3}-n ij^-g-^;^ j, 
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F 



O 



F 




F' 



OH 



H 3 C 



(4 4) "CMLfcft'&^fe (685m g) (20ml) 
ML, th^A>F*yK (270m g) fcJn*., imWimmMiOLLtzo RJSift 

aias « Ltzo &3to*m&mm ? ; - ^ : ^ v ? 

tKn75>=2:i, 15ml) 2 N^fft-fb^ h U * (2.5 

m 1 ) fcflPx. Mt?4NFiHja#L^o &JoiS£-»ifc* 1 N»^U, i$r 

(?od*w : * ^y-;b=3o: i) -catsiu Tifi&fttefc^rra^s&ijiHl: 

^ (319m g) fcfffco 

TLC : Rf 0.49 n ajfc/UA : * ? / -;U = 15 : 1) ; 

NMR (CDC1 3 ) : d 8.31 (1H, br), 8.17 (1H, d, J=8.8Hz), 7.83 (1H, dd, J=8.8, 

2.2Hz), 7.23-7.12 (2H, m), 7.06 (1H, s), 6.98-6.88 (2H, m), 5.27 (2H, s), 4.12 (3H, 
s), 2.79 (2H, t, J=7.5Hz), 2.40 (2H, t, J=7.5Hz), 1.99 (2H, quint, J=7.5Hz) Q 

mum z i (1) 

4 - (4 - (4-^h*'>-2-h'J7Wn> fJV^y 'J > - 6 ->f )l< * Y 
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F 




%mm i (40) l tz it%m * mnm 2 1 t mm.<v & ® common 1- 

5 tlc : Rf 0.50 n afrfr* : ^ ? y -;b=io : i) ; 

NMR (CDCI3) : £ 8.30 (1H, d, J=2.0Hz), 8. 16 (1H, d, J=8.8Hz), 7.85 (1H, dd, 

J=8.8, 2.0Hz), 7.11 (2H, d, J=8.6Hz), 7.07 (1H, s), 6.94 (2H, d, J=8.6Hz), 5.24 (2H, 
s), 4.13 (3H, s), 2.62 (2H, t, J=7.5 Hz), 2.37 (2H, t, J=7.5Hz), 1.93 (2H, tt, J=7.5, 
7.5Hz) 0 

10 

mmm 2 2 

4- (4- (4 no- 2 - h V 7iPtn^ *-n>*S V >- 6 -4 h + 



15 




l&fifeWl (4 0) -CM^Ltzit^ (0.38 g) ^vVf^;l/7*^fyK (12 
ml) £»J»U V>B^»«i&Sfc" (12ml) i5j:to7 7-** (800^ K 

20 ~4fc:lMa U ftSE^f ^"CtttB Lfco *j|ffi«[**i5 <fc ^l&jfijftJfeK-cJIl^i^ 
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U **«ivn'>i'Atm III/:, »ty'J*y^*7A^ 
- (^*+r> : ftK^^ = l : 5) -CfflffiU Tifitrt*MS£# 
"*-*#Sa9Ht'&-W (0.21 g) 
TLC : Rf 0.43 (ftift^-^^) I 
5 NMR (CDC1 3 ) : d 8.35 (1H, d, J=2.0Hz), 8.27 (1H, d, J=8.8Hz), 7.95 (1H, dd, 

J=8.8, 2.0Hz), 7.84 (1H, s), 7. 13 (2H, d, J=8.5Hz), 6.95 (2H, d, J=8.5Hz), 5.30 (2H, 
s), 2.63 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 1.94 (2H, tt, J=7.5, 7.5Hz) c 

&mm 22 (i) 

10 4 - (2 - (4-^nD-2-PJ ■7/1':* EM i;>_6_^^^ }s ^ 

v) 71-^) ^^^^ 




15 #S*fe0!) 1 (4 4) -efiitLfcffr&JftSrHJfc*! 2 2 fc Wm<OE to<E>*ffcKft-r 
TLC : Rf 0.73 (Mti.^;i/) ; 

NMR (CDCI3) : 5 8.37 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.94 (dd, J = 

8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7. 16-7.24 (m, 2H), 6.91-6.98 (m, 2H), 5.33 (s, 2H), 
20 2.81 (t, J = 7.6 Hz, 2H), 2.39 (t, J = 7.6 Hz, 2H), 2.01 (tt, J = 7.6, 7.6 Hz, 2H) G 

&HkM2 3 

2- (6- 'J y- 2 ->f JIM Y**s) -3, 4-y'HKot7fJl/) Wf 
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mnMl 5~eU5kLt:ik&M (373mg) (5ml) K*§fl¥U 

5 i ufrmtj- h v v^^m (2.om i ) fcrns-eapx., -mmwL/zo &fcm. 

&®mz 1 N-frmti- V V ? (3.0m 1 ) £iJP;L, 8B#raiKflJLfco S(& 

a^«[«:JaKT^fflL, ftBS^^TtflfflLfco ttfflSRfcfi&^flfcBr^* v 

aaiLJto V * ^*?a^dv h ^9-7^ - (^ 

:»Bfe^^=2o: i) t«su rm^m^-t i>-^mit^m (13 

10 mg) 

TLC : Rf 0.60 (tK I *9 9 n n * ;U A = 1 : 10 : 100) ; 

NMR <DMSO-d 6 +CE>30D) : $ 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 

(1H, d, J=8.5Hz), 7.79 (1H, m), 7.66 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.09 (1H, d, 
J=8.5Hz), 6.95-6.80 (2H, m), 5.83 (1H, t, J=4.5Hz), 5.36 (2H, s ), 3.34 (2H, s), 2.69 
15 (2H, t, J=8.0Hz), 2.21 (2H, m) c 

%m n 2 4 

2- (3- (3- (^yT/-2-^JM b^fy) 7^-)U) -?u \£ )V *)\, * 
-fr) WSSL 
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N 



OH 



3 (23) -CfiaS Lfc-fb^ (50m g ) Sr«B-&»«E (r b 9 n Kn 7 
9>:*=2:K 3ml) i:»L t^rV> (I67mg) *»P£, MfiT'5B#P^ 

*(40mg) 

tlc : Rf o.io n d*;ua : ^ y — ;v=4 : i) ; 

NMR (DMSO-d 6 ) : S 8.40 (1H, d, J = 8 Hz), 8.05-7.95 (2H, m), 7.80 (1H, t, J = 

10 7.5 Hz), 7.70-7.60 (2H, m), 7.20 (1H, t, J = 7.5 Hz), 7.00-6.80 (3H, m), 5.35 (2H, 
s), 4.25 (2H, s), 3.30 (2H, t, J = 9 Hz), 2.70 (2H, t, J = 9 Hz), 2.00 (2H, m) 0 

mmm ?. s ~&mm 25 ( l ) 

mmm3 (23) &xxf$mmi 4(1) -?m&Lt:4k&to*&%mi i~~ 

2 5 

2- (3- (3- (lH-f h5'/-^-5-'f^Wt) ^ne^) y 

20 31 y ■f-A/) *; y )y 
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TLC : Rf 0.12 (TfC '. *7 S -/U ? DD*W = l : 10 : 100) ; 

NMR (CDC1 3 ) : S 8.31 (1H, d, J=8.5Hz), 8.19 (1H, d, J=8.5Hz), 7.89 (1H, d, 

J=8.0Hz), 7.77 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.60 (1H, m), 7.16 (1H, dd, J=8.0, 
5 8.0Hz), 6.90-6.65 (3H, m), 5.45 (2H, s), 4.03 (2H, s), 2.59 (2H, t, J=7.0Hz), 2.48 
(2H, t, J=7.0Hz), 1.82 (2H, m)o 

mMM 2 5(1) 

5 - ( (4 E) -4 - (5 - (*yj>-2-^Mh^y) -1, 2, 3, 
10 4-rh7th*n-l-t7f 'Jf^/) "/f-JiO - lH-f 1^7 v*— ;u 




TLC : Rf 0.29 (7jt I *9.J—to \ ^UD-t;l/A=l : 10 : 100) ; 
15 NMR (CDCI3) : 8 8.23 (1H, d, J=8.5Hz), 8.06 (1H, dd, J=8.5, 1.0Hz), 7.84 (1H, 

dd, J=8.5, 1.5Hz), 7.73 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.67 (1H, d, J=8.5Hz), 7.56 
(1H, ddd, J=8.5, 8.5, 1.0Hz), 7.09 (1H, d, J=7.5Hz), 6.99 (1H, dd, J=7.5, 7.5Hz), 
6.70 (1H, d, J=7.5Hz), 5.84 (1H, t, J=7.0Hz), 5.36 (2H, s), 2.94 (2H, t, J=7.5Hz), 
2.72 (2H, t, J=6.0Hz), 2.32 (2H, t, J=5.0Hz), 2.24 (2H, dt, J=7.0, 7.0Hz), 1.93 (2H , 
20 m), 1.72 (2H, m)o 

&mm 2 6 : M^ft 

Hffi^Jfi©#*fe«:fflv*T, &.T<D$mW 2 6-1 ~~%MM 2 6 - 2 3 6 <Oit 
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OH _2.jf5-OTHP ^^ 0 A,jG-° THP 



0 xx°- ^ o xr- - 



STEP-I 

Wang Uv>> 



G-E 1 -OH ) 

? J** f> V-OH STEP-m-1 

flftTHP r^Y"° 

step-ii' mro^ g ~ e1 - x 



STEP-ID-2 



jj °^ STEP-IV HO^fC^ 



m=0~6 



5 -r-<ToiB-^(i^fiBtiwic^^^^-r„ ) 



I®- I (STEP-I) : (WJJh) ^7x/-;>iSff©iA 

10 fWW75 KCgSL, iv>TTHP (f h^KKne?-^) 3fe"<MSI8 
nt:;l/) -*;l/jJ?S?>f 5 K (EDC, 5^4) „ vVf ^7? y tf'J v> (DM 

a p. mm) , ^-fvyDf^xf;nr/ (6mm) *spx., ms-ci5ii#H 

15 

X^-H (STEP -II) : T H P SwifflK- 
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THP3£tf>&«S{±, STEP-It#P,H/;l/y> (lMA) 
izMML, p-h^x>x;v*^ (0.2^fi:) £finx, 60 < CT8B#F^^i: -? i"-2> 

5 in-m-i (STEP-ra-i) : ^ v ; 7Kfc*m^tz3-~"rMk%Lm 

STEP-n-e#f.ii/;Uv> (l^fi) , G-Ei-OH (5^i) > h'J7 

10 

l>fI-in-2 (STEP -in- 2) : WnHamsonatvfcfflW^-f-MllRffr 
STEP-n-etffbtLfcV'V 5 ^ (l^fi) , G-E'-X (5^fi) , |t»-fe-> 
(lO^fi) &£TfB*?it1- V U -7 A (5ii) Jy^f^W75 Kfcfi 

15 

1^1 -IV (STEP -IV) :®*)l}iLm* 

S TE P -in- 1 t £fiSTE P -III- 2 ~?%hixtz l^v> (l^g) £0.2 
Nth'J^A^ h*-> K (>?y-;Krf7HKD77> = i:4, it 

20 (jam u ) srfinx., gp$«tu^o as?s^v§^ £ * > ^mmm r x <o >*>*n 

±|Eyj&£fflv>T, &Ttf>2li&ei2 6 - 1 ~#gife08 2 6 - 2 3 6<X>ik&to% 
25 -g-J&Lfco |jl^J:«f-nttTff)S2 2 -S3 0 ^^i" 0 

£±5, G — E 1 -X4fcteG-E 1 -OHTto^tL^jb^JiTtT^k^-C 
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S^i^l 9 ~^ 2 1 ^tfct ©*3Si*1-4 (^-a*, Me fi^lP^Sr^fr 
U t -B uti t -7f-;l/£4r3E*?U n-Peni±n-^vf;H^L, 
n — B u {i n -y^;^=Sr^*3l- 0 ) o 

5 man, m2 2 , 26-1 ^«£3ftfc*t^i;mT<0«i&s; 




10 &fifctit 2 6 - 2 7 0 "CMit * tl/c'fk^Ji^T^i^ 




15 f&2 8 4\ 3£%0||2 6 - 2 7 1 -C$ij£ $ ftfcft^l^TOflliSaS; 
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m2 2 
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10 (76) 3- (4- (i-7 9 vy- 1 h+v) 7ii^) T'n/Olfc, 

(77) 3- (4- (t7^U>-2-^;l/^ h^rv) 7ii^) yDAVi, 

(78) 3- (4- (l?'jy>-2-'fWh^» -7oi-;U) 7n/-?>^ 

(79) 3- (4- (tf 'J v?>-3 ->f ^ h^rv) -7^-^) 7°n/-?>$^ 

(80) 3- (4- (ey v>-4 -4" fr* h4r-» 7^-JlO yn^Oi, 
15 (81) 3- (4- (>f > K-^-3 ->f h^v) 7i — /l0 7 , n^'>i, 

(82) 3- (4- (7i*-?->W*^r-» 7*n/<>Bk 

(83) 3- (4- (2- (-J-7* Vs- 1 --f>U) ih+v) 7x-)l/) -?u>* 

(84) 3- (4- (2- (7-7* V^>- 2 ->f fr) xh^y) 7i-^) 7*D;< 

20 

(85) 3- (4- (2- (tf U v>- 2 --f/l/) xh^y) 7^^) yn;0 

(86) 3- (4- (2- jih^v) 7ji-;10 t*d/< 
25 (87) 3 - (4 - (2 - (5 -^W7V'-^-4-^;l/) ih^y) 7x^ 

(88) 3- (4- (1, 4 -^>Vv 2 - >f h+y) 7x-/U) 
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(89) 3- (4- (2- (f*7x^-3->f)l') xh^» ^D^ 



(90) 


3 - 


(4- 


(*y y >-3 




<91) 


3 - 


(4- 


v > - 4 




5 (92) 


3 - 


(4- 


(l. 3 - a J***t-4 y?y- 4 ->r h*vO 7x^ ;v) 










(93) 


3 - 


(4- 


(4ry V > - 5 




(94) 


3 - 


(4- 




-4 A/* h*->) 7i-*) 70^71, 


(95) 


3 - 


(4- 


>- 7 




10 (96) 


3 - 


(4- 


(Jr y V > — 8 




(97) 


3 - 


(4- 




-3--f^^b^rv) 7i-*) 7n;r/jg, 


(98) 


3 - 


(4- 


(>f v > 


— 1 -4 fr* 7x. — )U) yn/ryi, 


(99) 


3 - 


(4- 


(1, 2, 4- 




AO 











15 (100) 3- (4- (5 - t -rff-n/- 1 , 2, 4-t+ty'7'/-;P-3-^ 

7n/r/^ 

(101) 3- (4- (2-h'J7Wn>f;l/-4->l>^y + yn-6-^ 

(102) 3- (4- (6-7**0-1, 3-^>Vy*^t>-8-^f;M h 
20 **» ~7 )U) 7*D^'v^ 

(103) 3 - (4 - 2-a) tT 'J V > - 2 - 4 *> h * v) 7 

(104) 3- (4- (^^/hVTV-^-l-^JMhty) 7xr.)l/) yn 
25 (105) 3 - (4 - (1, 3 >?y-5 Hf-» 

(106) 3- (4- (4 f-fri-y 9 u>- 1 ->f fr* h^rv) y 
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(107) 3- (4- (3, 5-y^f)V'fvt^t/-;i/-4-^;^ h^v) 

(108) 3— (4- ( (2E) -3- (4 ;1/7x^jV) - 2 -yoA- 

7x-^) yn/O^ 
5 (109) 3- (4- (5-^f^^fV*+ty*-;i'-3-'fiV> h^rv) 7 x. - 
A,) ^n;r/J, 

(110) 3- (4- (2-hV7;^D^fjb-4-7F+y^y'J>-6-^ 
f^y) 7i~;v) 7*nm>$^ 

(111) 3- (4- (-T >^V-;u- 5 --Ou.* t'o/^BSL 
10 (112) 4- (4-^>y*W + v7xz;l/) 7** 

(4- (2->f^^D^) ^>y>t + y) 7x-;i/) 

(4 -^>f-;i/^>v;u^-*v) -7jl^;u) 
(7-7* l --O^ t^^K, 
15 (116) 4- (4- U^- 2 -4 h+y) 7i-;P) 7"? 

(Vf V v>- 2 7x^*) 7"*>®L 
(fc?D y>- 3 -'Ol^ 7JL-A/) 7**^Hfc» 

(If v>-4 --f fr* b+y) 7i-;l^) 7~* >gft. 



20 



(113) 


4 - 


(4 


7*? > 






(114} 


4 — 


(4 


(115) 


4 - 


(4 


(116) 


4 - 


(4 


(117) 


4 - 


(4 


(118) 


4 - 


(4 


(119) 


4 - 


(4 


(120) 


4 - 


(4 


(121) 


4 - 


(4 


(122) 


4 - 


(4 


>m. 






(123) 


4 - 


(4 








(124) 


4 - 


(4 


(125) 


4 - 


(4 









(2 - (1-7 ? \s>- 1 - 4 xh + y) 7i — ;b) -7 9 



25 (124) 4 - (4 - (2 - (f'Jy>-2-f^) xf^y) 7x^f) 7** > 
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(126) 4- (4- (2- (5-^f^f7V-fl'-4->fA') a^h^v) 7 

(127) 4- (4- (1, 4-^>/yt + t>-2-^;l/^ h^rv) 7* — A') 



5 


(128) 
>m> 


4 - 


(4- 


(2- (f^7x>-3-^V) ih^rv) 7x-fl/) 


7*? 




(129) 


4 - 


(4- 








(130) 


4 - 


(4- 


(^/'J>-4-'f)M h+y) 7jc — n^) 7**>^ 






(131) 


4 - 


(4- 


( 1, 3-yt^t^>/>-4-^;u^ h^y) 7^ 




10 












(132) 


4 - 


(4- 


(^yj>-5-'f;M h^ry) 7i-)P) 7"* 






(133) 


4 - 


(4- 


(+;yv-6-'fwK-» 






(134) 


4 - 


(4- 








(135) 


4 - 


(4- 


(+;V>-8-'f;M^y) 7i — A/) 7**>^, 




15 


(136) 


4 - 


(4- 


(^fV*/'J>-3-^^^ h^ry) 7i^;i/) 7** >g£. 




(137) 


4 - 


(4- 


U v >- 1 -4 h*-» 7x.—)\>) y 






(138) 


4 - 


(4- 








(139) 


4 - 


(4- 


(1, 2, 4-t+fy7 , /-;l/-3-^^M h*y) 


7 j. 




-;u) 


•79 







20 (140) 4 - (4 - ( 5 — t — y-f- — 1 , 2, 4 - 3j-4r"tf-2>T V*-;U- 3 - -Y 

(141) 4 - (4 - (6 -Vfrifo- 1 , 3 8 --Ol'* h 

^y) 7^-;u) 7'^>^ > 

(142) 4- (4 - (>f 5 ^ V ( 1 , 2 - a ) £ 'J S> > - 2 - /I"* h * v) 7 
25 i-^) 7**>^ 

(143) 4- (4- V 7/-*- 1 --Ol^ b#v) 7i^;U) 7** 

(144) 4- (4- (1, 3 - >?>- 5 ->f ^ h tv) 7i-^) 
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-79 

(145) 4- (4- (4 +fr1-79 U>- 1 ->f h+v) — /I/) ^ 

(146) 4- (4- (3, 5 f ^'f V t^rty-JV - 4 - 'f 
5 7 jc — ;v0 7*? >g$, 

(147) 4- (4- ( (2E) -3- (4-^>f *7x-Jl') - 2 -yn-^-n 
;P*3r~» — A/) 7**>^ 

(148) 4- (4- (5 TJl"( V**y-y-)\s- 3 -^l^ b3r~» — 
7**>$, 

10 (149) 4- (4- (2-h'J7;^n^f^-4-7'h*y^y'J>-6-'f 

(150) 4- (4- (>f 5 -*f h^f v) 7^^;l/) 7** 

(151) 4- (4- ( (5E) -6- ( 4 - ^ h^fv7i^l/) -5-^3r-fe — 
frHr* 9 s) 7i-;W 7*?>$, 

15 (152) 2- (2- (4- (2-^f;vyDH» ^>y>t^y) 7jc — 

(153) 3- (2- (4- ( 2 -^f^7*n tf;u) ^ > v;i^df v) 7^ — 

(154) 4- (2- (4- ( 2 JP7*n fc?;i/) S»u * * <» 7 jt ■=.;!/) 
20 7** 

(155) 5- (2- (4- ( 2 -^f-^7*ntf;i/) ^ ^v) 7xiA/) 

(156) 6- (2- (4- ( 2 -*7-)V-fu \£)U) VfrHr 7 jl— ;l/) 

25 (157) 2 - (2 - (t7^U>-l-^;V> h^y) 7x^;b) @f=^, 

(158) 3- (2- {-TV? U>- 1 -^f;l/^ h+y) 7x^)1/) 7"n/0^ 

(159) 4- (2- 1 ->f 7^~)V) 7*?>m. 

(160) 5- (2- (-t-y*U>-l-4A'jtY*f-i/) 7x. — )V) sO?>^ 
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(1611 6 — 


( 2 - 










\ j y y v <r t-i \ y^ \ ^\ y j y * — y*^ y H r ptJC > 






( p _ 


\ j y y \y *y £* \ y* \ \ >y ) y — l - — jv j / m / » ✓ 






C p — 


\ j y y \y ■y o \ y* \ " y } y — / y 7 y 


c 
3 




e p _ 


\ j y y *y y l* i y* t *y j y -j- *— j ^ <y y <y 








(~h~7 # ]y y — 2 —4 )V y< h ^ri/) 7 t - )V) /\c^*H- V ffi^ 

\ j y y *r ^ \ fir f i ✓ / / -J— / v j ^ " y «^ fi?C> 




(\f\T\ 9 — 


( 2 — 


\ iC< \ j y y \y <s ct is*'/ I " / x - — sir j p i^x,.^ 






( 9 — 


V Z/ \ j y y *y <s c \ j\r j — j— i *t / y -l - — » /*/ j y •— » 














( 9 — 


\ j y y \y & ^\ s\y ) p *t *y j / x j\y j y y 
















( 9 — f+7^b>-? { )is) JLh^r^y) ~7 — s< V 














( 2 — 


V*-» \ j y y \y & \ s\s j <— *— i ^ <^ / ~l 1 — / ^ / ^ *nr 


ID 










'177"* 9 


( p _ 


\ i t H: ^ y y s y\ t ) y & \ s\s p **r ^/ j y j_. ■> — sis j 












M7T\ 3 — 




( 1 A > V* >— 9 < )V yi K ^ v") *7t— 

\ ± t *± ^ ^r y ^r -^4 \ / \ Sir | / / —I— 1 r\r J 




y *-* * * rx> 










( 9 — 


VI, ^> y y ~y y) -t v ✓ /i /i^ ^ p -r ✓ ^ y J~ — /!/ ^ 




y y *y 








^1 / D) \J 


( 9 — 


\ i , ^ y y y y\ *n 7 «^ \ jy y^ \ y y x * — vi^ j 




^ s y h?Cn 








H76^ 6 — 


( 2 - 


(1 4 — ^> V*y^+t> / ~ 2 — ;l/9^ h ^ri> > ) 7 x - 


25 










(177) 2 - 


(2- 






(178) 3 - 


(2- 






(179) 4 - 


(2- 
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(180) 5- (2- (^;'J>-7->f;V^ h^y) 7x^jP) ^>?>g£, 

(181) 6- (2- (+>"J>-7-'f/l'^h*'>) 7x^;l/) 

(182) 2- (2- (2-h'J7^tn^f)l/-4-yf^y^y^-6-^ 

5 (183) 3- (2 - (2-h'J7;l'*n^f;P-4-yF^y^y | r/-6-^ 

(184) 4- (2- (2 - b V 7fr*Ujt?-jU-4 -f h*v*y V >- 6 - >f 

(185) 5- (2- (2 - b U ■7;v^npt5 L ;u-4 h^rv^y; >- 6 - W 

10 ^> h^rv-) ^^--'U) "O* >Bi, 

(186) 6- (2- (2 - b 'J 7 )ls*X3 *?->l>- 4 -7*h^y^y V >- 6 - >f 

(187) 3- (4- (2-^^7*D^) ^>v;P**v) 

(188) 2- (3- (4- (2-^^70^!/) ^>y^t + y) 7i-^) 
15 ftgft. 

(189) 3- (3- (4- (2-^f;P7Dt!;i/) ^ > S> ;u * * ~» ^jc^/I/) 

(190) 3- (i-7 9 vy- 1 -I'Jl^ h*v) £,t#$e, 

(191) 2 - (3 - (^-7* - 1 - -f h*v) 7i^;i/) 

20 (192) 3 - (3 - (i-7? U>- 1 ->f )U * h^y) ^jc^t/) 7"D^>t, 

(193) 3 - (■*- 7 * !✓ > - 2 - >f h * -» 

(194) 2- (3- (t7?l/>-2-'fA/^ h^y) — ^ftK, 

(195) 3- (3- (^-7* 2 ->f/u.* h+v) 7x-*) 7n;r/^, 

(196) 3- (2- (,±7 9 \sy- 2 ->f;iO xh^y) £J.#BL 

25 (197) 2 - (3 - (2 - (^7 * U >- 2 ->f xh^y) 7i-^) WpJSHs 

(198) 3- (3- (2- (±7 9 U>- 2 --f )V) jch^f-» 7x-^) "/n 

(199) 3-(l, 4 -^>ys;t*t>- 2 -yf )V * h4rv) 
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(200) 2 - (3 - (1, 4 -^>V*y**-9->- 2 -4 fr* l>4r~» 7x-JP) 

(201) 3- (3- (1, 4-^> , /yt+t>-2-'f;M h^y) 7 — 

5 (202) 3 - (^yT/-7-^JMb^y) 

(203) 2 - (3 - (^; , J>-7-'fiM h+y) 7^-)U) gfcgg, 

(204) 3 - (3 - + ^DyO^ 

(205) 3 - (2 -h'j7;i/tn^f;i/-4-yh*y^yj>-6-'f;V^ h 

10 (206) 2 - (3 - (2 -hn^tn^f;i/-4-rh+y*;'J>-6-'f 

(207) 3 - (3 - (2 -b V7;vtn^f;i/-4-7'h + y4ry i ry-6-^ 

(208) 4 - (4 - (2 - >f^7*n tf;U) ^>v;l/^-^v) £,g,#^, 

15 (209) 2 - (4 - (4 - ( 2-^f;V7 , Dbfjl/) ^ > v^;*-^ v) 7jc^;u) 

(210) 5- (4- (4- ( 2 -^f^ya ^>v;i/*^v) 

(211) 6- (4- (4- ( 2 T-n/T-u tf;b) ^>^";l/^-^v) 7x-;l/) 
20 ^3r^>$?, 

(212) 7- (4- (4- ( 2 -pt-^l/T'n \£)V) s< y p )V * * 7x^;i/) 
^■/^>^, 

(213) 4- (^"7 ? U>- 1 >dfv) 

(214) 2- (4- U>- 1 --f;Wp< h^y) 7x^;l/) 1^ 

25 (215) 5- (4- (1-7 9 Uy- 1 - >( JU* Y*z/) 7x^il/) ^>^>i?, 

(216) 6- (4- Vy- 1 -l';^ b^rv) 7x^*) ^*-9->g£, 

(217) 7- (4- 1 ~>f h*v) 7x-jP) 

(218) 4- (t7^l^>-2-^;M b^ry) 



237 



WO 99/11255 



PCT/JP98/03760 



(219) 


2 - 


(4- 




(220) 


5 - 


(4- 


(•J- 7 * ls>-2 h3rv) 7x^;V) ^ 


(221) 


6 - 


(4- 


(t7^ 2 -4 fr* h^py) 7* — ^) 


(222) 


7 - 


(4- 




(223) 


4 - 


(2- 


(^"7^ V>-2 --f;V) -Xh*:>) 


(224) 


2 - 


(4- 


(2- (1-7 * V y - 2 - H )V) xfipy) 7i-*) 


(225) 


7 - 


(4- 


(2- (7^7? l^>- 2 --f )i>) ih^ry) 7x^Jl/) ^7 








(226) 


4 - 


(1, 


4 2 h^fy) 3eJ6L#Bt, 


(227) 


2 - 


(4- 


(1, 4 -^>y*v^-4r-9->- 2 -^f;Ppt h*v) 7jc^;i^) 



(228) 5- (4- ( 1, 4 -^>7'7t^tV-2-'f^^ b^fy) 

(229) 7 - (4 - ( 1, 4 2 ->f "7^-^) 

15 

(230) 4 - (*;'J>-7->fWb+y) £J&#BL 

(231) 2- (4- (*y;>-7--f^^ 7i-*) Sft, 

(232) 5 - (4 - (*>"; >-7->f 7x-*) 

(233) 6 - (4 - ') 7-^T^^ h*>» 7x^*) '^■'J-J'Hk 
20 (234) 7- (4 - >- 7 ->f l>*v) 7i~;W) 

(235) 4 - (2 - h U 7;l/*n^f;i/- 4 — 7Y*i/*J 'J >- 6 h 

(236) 2 - (4 - (2 -h')7;^o^f;V-4-7*h+y^;'J>-6-'f 
25 (237) 5 - (4 - (2 - h V 7 )V*u * 1- )V- A -f h^v^yvj y- 6 --f 

(238) 6 - (4 - (2 -t> , j7Wo>f;l/-4-7*h+y^y | J>-6-^ 
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(239) 7 - (4 - (2 -b'J7;l/tn>f^-4-7h^->^y'J>-6-^ 

5 

15. (1) 2- (3- (5 - (lH-fh57-Jl'-5-^/l/) 7 

(2) 1 - ( (5 E) -6- (4-* F+y7i-^) - 5 -^^r-t-;U**'» 
-2- (2- ( 1 H-x h 77-^-5-^^) -x.^;v) -4-yn^->^ 

10 >-t?V % 

(3) 4 - ( ( 1 E) - 3 - (2 - (ff7 , /-«'-5-'f^) 7x^y) - 
1 -7*D^;i/) - l -^>f-;u^>-fc? > N 

(4) 2- (3- (3- (lH-fh7V*-^-5-f;MWi) 7"nt» 
7x/^y^f)l/) *yv>, 

15 (5) 5- ( (4E) -4- (5- S V > - 2 - 4 )l< * b^y) -1, 2, 
3, 4-fh7tKo-l-t7fVf>) V^-fr) -lH-fh?'/-*, 
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Sequence Listing 
<110> 0N0 Pharmaceutical Co. , Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2760PCT 

<150> JP 9-233158 

<151> 1997-08-28 

<150> JP 9-348825 

<151> 1997-12-18 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actglcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
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<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 

<211> 9 

<212> PRT . 

<213> Influenza virus 

<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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